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of application of the invention The invention rel ates
woOaoosmeei29 pyr r ol odi hydr oi soqui nol i ne deri vati veeT/Erioahs1307
are used in the pharmaceutical industry for the
production of pharmaceutical conpositions. Prior Art
The International applications WO 02/48144, WD 03/0141
15, WO 03/ 014116, WD 03/ 014117 and WD 03/ 051877 di scl ose
pyrrol odi hydroi soqui nol i ne degivatives w th PDELO
inhibitory activity. The European application EP
1250923 di scl oses the use of selective PDELO
i nhi biPYRRF:OPFHYPBALFWUINGUIYESD HFaFRFLNENHIBIPRRY | cul ar,
for the treatnent of certain neurol ogi c and
FRid/6tipplidation 6 thendaition Sai d Eur opean application is
i ncorporated by reference into the specifi cati on of
the present invention in its entirety for al
Therimeation. refeipsi 19 Ho&l |pyrrolqwdr@sows'mecQﬁtrwwe%s'vhlch are used in the
pRA3ENRBIBABY fokidwpraauctibrsd bis@adebivaldmpaditiose! ecti ve
PDE10 i nhibitors in general, and papaverine in
particular, forthe treatment of certain neurol ogic and
iatric disorders; said US application is
i ncorporated by reference into the specification of
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3 7C-cycl oaI koxy, 3-7C-cycl oal kyl met hoxy, or
DeSEHptioh of the avemtiondom nantly fl uori ne-substituted
1-4C al koxy, R2 is hydrogen, halogen or 1-4C- al koxy,

and R3 is hydrogen or 1-4C-al koxy, or
It has now been found that the pyrroloisoquinoline derivatives, which are described in greater details

below, differ from prior art compounds by unanticipated, sophisticated, originative and effect-
constitutive structural features and have surprising and particularly advantageous properties.

The invention thus relates to compounds of formula |



R2 and R3 bound to the benzo ring noiety in
ortho-position to each other together forma

wa208ab3ye enedi oxy bridge, or R2 and R3 bound POI/EP®04/051307
benzo ring noiety in ortho-position to each other
together forma conpletely or predom nantly
fluorine-substituted 1-2C-al kyl enedi oxy bridge, or Rl
and R2 bound to the benzo ring noiety in
ort ho-position to each ot her Eggether forma
1- 2Cal kyl enedi oxy bri dge and I's hydrogen, or Rl and
R2 bound to the benzoR1i ng RnletR41n ortho-position to

fluorine-substituteg,l-3C di oxy bridge and R3
i's hydrogen, R4 is hydrqg iRl " chl ori ne,
1-4C al kyl, trifl uoromet o8¢ , cyano,
1- 4Cal koxycar bonyl or _O R in which R411 is
hydr ogen, 1-4C- al kyl, P13 4C—§ | kyl or
1- 4C- al kyl car bonyl , R4L i s hydrogen or 1-4Cal kyl, R5
i s hydrogen, fluorine or 1-4C-alkyl, and(|ﬁ51 IS
iﬁ%ﬂr ogen or 1-4C-alkyl, or R4 is hydrogen, fluorine,
Pine or 1-4Cal kyl, R4l is hydrogen or 1-4C al kyl,
IRE  iighalgagn.agonamihd, mong- oegi- 14C4Tkytainting, 1-4C-aikfl) hyoroeyvEE4Orhlkoxy, 1-4C-
CyC'%ﬁﬁ@!@alk&Ma@m roél% | K PX Yo %Emlﬂb!thm?ror completelY or predominantly

R51 i s hydrogen, Kyl ,
1 ugrl'ri?s@smf H VXI%@% ®or 1-4C-al kyl carbonyl, and R51
hywd@g@hh@ipgemm@@ﬂakw,,andr R4 and R5 together form

RS 1-idkydRbéydrane-diokflge and R4l and R51 are both

?%@ngﬁ@u?oaé f e%{er}zto rﬁ%%m%té LnF?él%o p?ﬁ%fo“}]o e@ﬁ ﬁ%q?c?ggther form a 1-2C-

1- 4@'"&?@5@9‘%%’!‘1%@% carboxyl, 1-4C-al koxy, hydroxyl,
kadtrﬂg!%rbo(Md to e Bbrizo hhﬁa&&y ini dﬂh&’ﬁd)éﬁi&RﬁﬂébcHl SthdYsHeMBISBrm a completely

K(?f.l. YL

g elje |n?n§9||?ugrir?eysébaﬁ.{1§ﬁ1 Zcogllalleﬁ%(ﬂtﬁ(y bndglg| dr ogen or
WW to 6 beege nGpieRI EAhe: BRsition toreaghhel affaghther form a 1-2C-

| nclauglemdlo@fbrtdbeamlmsn@lgemgat emto which they are bound

RO bBt’i’rQ]' 16k bbiEh %r&g r'nE]etW?l' oﬁ:tno-F& iion loSeath éraerﬁo%fether form a completely

7-menbered saturate ero Icrin
EomOF PGB A sl nedies ridas snd i s,
are bound, and, optionally, one further heteroatom
I$¢9| @&C tHiyro érp”ﬂu%n 0 nsi € € .
Jﬁ'?u@ o o ggo"a.@ S, PO B yano, 11

r| né’ ﬂ’fyP?récﬁ'é acf"grﬂ ‘M‘%{“E'P\ R613 is 1- 4C— al kyl ,

+ R Y &5 hygrobenal-#9alkyl 31-lﬂlaalkw42dadllwy¢r-1 HUC4kylzhroyry,
ﬁnydrg}ayumgerﬂ)gablgmg,h 1- 4C- al koxy-2- 4C-al kyl,

R 6’%8%’9" ﬁ”z?EY S PR 40 al kyl, fornyl, pyridyl
R ByARSRmon FHO-alk,

or

R4 is hydrogen, fluorine, chlorine or 1-4C-alkyl,

R41 is hydrogen or 1-4C-alkyl,

R5  is hydrogen, fluorine, 1-4C-alkyl, trifluoromethyl, cyclopropyl, cyano, 1-4C-alkoxycarbonyl or
-CH,-0-R511, in which

R511 is hydrogen, 1-4C-alkyl, 1-4C-alkoxy-2-4-alkyl or 1-4C-alkylcarbonyl, and

R51 is hydrogen or 1-4C-alkyl,

or

R4 and RS together form a 1-4C-alkylene bridge and R41 and R51 are both hydrogen,

R6 is 1-6C-alkyl, amino, formyl, or 1-4C-alkyl substituted by R61, in which
R61 is 1-4C-alkoxycarbonyl, carboxyl, 1-4C-alkoxy, hydroxyl, halogen or -N(R611)R612, in which



R7 is phenyl, Het2, R71- and/or R72- and/or
R73-substi tuted phenyl, R74- and/or R75-substituted
waoedod/oonapht hyl , or R76- and/ or R77-substit ut eRICT/EP2004/051307
naphthyl, in which Het2 is either a nonocyclic or
fused bicyclic 5- to 10-nenbered heteroaryl radical
conprising one to three heteroatons, each of which is
selected froma group consisting of nitrogen, oxygen
and sul fur, or a fused bicycli,c 9- or 10-nmenbered,
partially saturated heterocyclic ring radical
RBON isaydroghd, B4d iRy, SRE-¢yclogkydore-Thegpibalisjl-tgCalgl, ad t wo
Rafs %rhg@g%g% ﬁé%m}!qj whi ch is selected from a group

consl ogen, gen and sul fu
ot B o o B B S B i o
tri fddicarHametnhich 1- 4C-al kyl, 1-4C- al koxy am no, nono-

I-%H ﬁs uﬁ ﬁjﬁrﬁerﬁ&&éﬁ s‘a{m'#& h&ilerﬂ%g: I@hrkgyr!a\ gatgﬂerhﬁmgen atom, to

am no oxy car

V\{tIIC K641 WﬁSM ge bang{ @gwpgon@ gne mr he¥eroatom selected from a group

caris;elnntg(gfnnreglﬁ alydenland aulfyt, antygptiaraiy substitl@daly lREX3 on aring|njtrogen atom,
3 & al koxy- 2-4C-al koxy, 1- 4C— al koxy 1- 4C— al kyI
roxy-2-4C-a am_no-
N ik e oA FEC R SN YRR TR, 140y 2
pr edcmmaamlhqz-ﬂ@amylj rrmu@rsit-i-ﬂ@tawarnmmr@@’ralmleprmyl pyridyl or
yi,1-4C al kyl am nocar bonyl , car banoyl ,

t et r az 09)?{ F&ﬁﬁ ﬁ?llang)_%% [‘fﬁ‘gg&?ﬁﬁg Her(Xpl 5%:: aﬂgliralﬁyé-subsututed

haI blg€@nnaphithyl.or 5I7$¢yahq/0r1271@-l®llwt9ﬁyaphmyt lnth@h cyano, R712
He® kdferal kyl, R713 is 1- 4C— aI kyI or R712 and R713

m?g:mqsrcé(alc ng gsegig) L?P{‘rE]'C Pg A glem etgrlgér{no&e cal c%\%l\ﬁlqgu{g one to three
Het gete@atpgms reath of pvhncf]_msyelecteﬁ frogyq gqup.cgng;qtmg)qaf nitrogen, oxygen and sulfur,
nor ghol i n 4-yl, R72 is hal ogen, 1-4C- alkyl,

1- 4Cfu?f| chco% or 10~ rg:er%%?%xg g@ang%ﬂ}%ted I%ngiéé&c:l'ﬂd'ﬁd@el lééfrltamlng a

t r i Pm;ewrmtan Pomplslmnawkwyete@;\tawe eagthf ygich ﬁéﬁ'SCte%fme a group
- torhfstirgy of Mitregtn wxygeh-addsuilrk oxycar bonyl , nor phol i no,

car Roxyl, nitro, phenyl, phenyloxy, phenyl 1- 4C al kyl

aryl sul phonyl 1-4C- al kyI sul phonyl , or-3(0)

2- NNRXYPYY13, R75 is 1-4C ai kyl or hal ogen, R76 is

R‘Tall g troxyih helogenyhitro, tyahe-idflukinpmethill: BES-aki o4 G-albaxy aminol mono- or di-

1 -46&!%‘)&(%% a8 QIW hor@l%ﬁ‘udosarylls%ﬁoﬁléﬂlﬁoél@-ﬁC-aIkloxycarbonyl
cyaﬁ%meYbit%Cekﬁ@? i Abp g e L ) R k.

- C( @yt ORY;alkoxy-2atE-alkoxy, 1-4C-alkoxy-1-4C-alkyl, hydroxy-2- 4C—alkoxy amino-2-4C-
alkoxy, mono- or di-1-4C-alkylamino-2-4C-alkoxy, completely or predominantly fluorine-
substituted 1-4C-alkoxy, mono- or di-1-4C-alkylaminocarbonyl, carbamoyl, tetrazolyl, or -
N(H)S(0),-N(R712)R713, in which

aryl is phenyl or R711-substituted phenyl, in which

R711 is halogen, 1-4C-alkyl, 1-4C-alkoxy, nitro or ¢yano,

R712 is 1-4C-alkyl,

R713 is 1-4C-alkyl, or

R712 and R713 together and with inclusion of the nitrogen atom to which they are bound form a
radical Het3, in which

Het3 is pyrrolidin-1-yl, piperidin-1-yl or morpholin-4-yl,

R72 s halogen, 1-4C-alkyl, 1-4C-alkoxy or 1-4C-alkoxycarbonyl,

R73 is 1-4C-alkyl or 1-4C-alkoxy,



R81 i s hydrogen, 1-4C al kyl, 1-4C al koxy-2-4-aikyl or
1-4C- al kyl carbonyl, R82 is hydrogen, 1-4C-alkyl,
w@20080e31e9 oal kyl , 3-7C-cycl oal kyl -1-4C- al kyl , PEERP1000651307
phenyl - 1- 4Cal kyl , and R83 is hydrogen or 1-4C-al kyl,
or R82 and R83 together and with inclusion of the
nitrogen atom to which they are bound, forma
het erocyclic ring radical selected fromthe group
consi sting of pyrrolidinyl, pl‘perl di nyl, norphol i nyl
or N-(1-4C- al kyl) - pi per azi nyI RO is hydrogen or
R744 Qs Bdldggh,;1-404161, trtﬂh@orﬁetnﬁ,ﬁ-w@mxﬁIc9anot &ihd, RioRo- or di-1-4C-alkylamino,

b
ign%%]&; ; ogca&%nﬁqwgﬁluf&hc o&)?mlltﬂ) hhen%ﬁ}eﬁgfl pﬁ%rgll—gfl(}-alkyl,
fo EjsueBpmY 4okyRdphen Odr%@}zﬁ#(%'g ) the
BTf0 3§ 1-4CHalkgior ipidgesr N of the [eft - and/ or - and/ or

R ﬁéiﬁla‘? FJ. tﬁk&%gméoamgt mgogko hc,eart%%@)ég{ Qb SR afstgégy.ne

noi et ydrol sbqui nol'I ne”sc
%Wov\ﬁ trafd opdrfGralkoxys as foI lows: R R in which R and
R dandbelkipheied 2a4C-aiyl, pRBs,i-OHSORES, dhegitadbnyl, AEOPE(RB2)RS3 or

ri.ndgcPltfkol) phydroxyl, 1-4C al koxy
rt ri q‘cl’}uorgonwh rogen or 1-4C-al koxy, or

1 GBI AR R AR A HoPliE.
IK)BQt ho hypdbeget,i bACatkyle aT-cpdiduatkyl, t3enpedybiedlkyl-0#Qaalkyl, phenyl or phenyl -1-4C-
%ky,{denedl oxy bridge, and b.) R4is hydrogen, and

and R5is hydrogen, and R51 is
'%’dr‘%‘&&??ze 3*@3‘%8 -C(O-0R9, in whichR9is
R8240d 8Bk {pbethexand uﬂdmlustoh ef thexitbopen ploaw tosthigh thel arte bowddeform a
1RRARYCIBAAG B6i8al B dRed RO IROS: ipehi i
E@%c: enl Jéar e o { 5\18 &h‘s‘?@m@& Fgglﬁ‘oligﬁrm,?d'&e%@@n&n&rphohnyl or
%"H hydr ogen, 4C— aI kyI 3-7C-cycl oal kyl
@7@*@)’9@9@%@%3’1{0 akyyC- al kyl , phenyl or
phenyl - 1-4Cal kyl , R83 is hydrogen or 1-4C-al kyl, or
lﬁﬁ% tlgenfgst p?ovnsm qg%‘ihh%b%rﬂupt %ﬂ gomporulé&sbgﬁ)ﬁnau a f the

orma
Vl’f‘@feé’r Wbir@thnu ofi gl of 1 fellawing @s@e&oaaab {osrhaphl isfheseqs disclaimed:
LyiRssubbtitiign pdttePior the liditdi1nand/or RRRBIAIRIYbstitiEd FIALY fing Yok the

ordihydroisoquinoline moiety of the pyrrolodihydroisoquinoline scaffald shown in formula | is as
follows:
Rl

R
in which
R’ and R” can be bonded at any possible position of the benzo ring, and
R’ is hydroxyl, 1-4C-alkoxy or trifluoromethoxy,
R” is hydrogen or 1-4C-alkoxy,
or R’ and R” bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge,
and
b.) R4is hydrogen, and
R41 is hydrogen, and
R5is hydrogen, and
R51 is hydrogen,
and
¢.) R8is -C(0)-OR8, in which



N-(1-4C-al kyl ) -pi perazinyl, and RO is 1-4C-al kyl; and
to the salts, stereoisoners, hydrates and hydrates of
wo b@ssadies of these conpounds. Conpounds accorBUCTHP1004/051307
the present invention nore worthy to be nentioned are
t hose conpounds of formula 11 in which RL is hydroxyl,
1-4C- al koxy, 1-4C-al koxy-2-4C- al koxy,
3- 7C- cycl oal koxy, 3-7C-cycl oal kyl nmet hoxy, or
conpl etely or predom nantly fluorine-substituted
1-4C-al koxy, R2 is hydrogen, Hal ogen or 1-4C- al koxy,
arrdiFB4G-alkyk- 4C al koxy, or R2 and R3 bound to the benzo
ring noiety in ortho-position to each other together
forma 1-2Cal kyl enedi oxy bridge, or R2 and R3 bound to
A ENdeete secrpdreviE: &B i n ort ho- position to each ot her
viheg BEdi@R5f areiboth hgdrogeinethed y or predom nantly

ar i it o= , . Rl
8 SUGRLSI I Wbl SRR 0T bR il

B2t oSBT bC R cAeR BTy, DOGEYHevR biGralyh phenyl or phenyi1-4c-
1- 2@kbikyl enedi oxy bridge and R3 is hydrogen, or Rl and

K33 %%gén%rﬁﬁ@-aﬁ@ﬁ&o ring noiety in ortho-position to

each er

ther together forma conpletely or predom nantly
92889 Rertoaaise g'i“{ withdnglugion ef tha nitaaemaigindie whish thgyare etdiam a
heterdeydic dpaadicahsaibcted fremdife grilp chtisistimgof [RgArdlidinyt ipeddiyl) niolpaolinyl or
N8-4R05y 1) pfpBragbyl tng Pyrrol o[ 2. 1-a]isoquinoline ring, R4
I;fs @/déo en or 1-4C-al kyl, R4l is hydrogen or

L 48 %@M R5 is hydrogen, 1-4C-al kyl, cyano or
ahd ih(hesalie slecaisbroery, hydrataslar@ydrates biticl safieef thesse compounds.
1-4C-al kyl, or R4 and R5 together forma 1-4C-al kyl ene
bri dge and R41 and R51 are both hydrogen, R6 is
1-6C-al kyl, or 1-4C-al kyl substituted by R61, in
Gonipeuris acdoring talifle atekenk ipgentiorongre worthy-thp&@entibh¢bare thosencompounds of
fodiugh, R611 is 1-4Cal kyl, and R612 is 1-4C-al kyl, or

4, and R612 together and with inclusion of the
nirtrogen atomto which they are bound form a radical
Fet E hydrgxyihH rdSralqey. ]I_-4iCSaIl?gyy- -G -AHPAY- q:YQ-pxcloalkoxy, 3-7C-cycloalkylmethoxy,
pi E)er&odipla;tell(yofbseddifﬁih@hlphdoﬂ?els%ﬁtutw1|:éc-glko>%71 o

- 40 - Pj ' IS t2, - and/ or

%235 “X%&@Sfp{%??éﬁﬁé%ﬁfﬂ%eaad phenyl , R74-substituted
Riet & 1-4ralkpxptf hyl , in which Het2 is either a
R2cind &9 obund tothe berge eindrhdstg iniotthdposttion th @achesiiize togéther form a 1-2C-
het gfifaiotioxy @dLE @ conprising one to three

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a completely

or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge, or

R1 and R2 bound to the benzo ring maiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge and R3 is hydrogen, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge and R3 is hydrogen,

and none of R1, R2 and R3 is bound to the 10-position of the pyrrolo[2.1-alisoquinoline ring,

R4 is hydrogen or 1-4C-alkyl,

R41 is hydrogen or 1-4C-alkyl,

R56  is hydrogen, 1-4C-alkyl, cyano or 1-4C-alkoxycarbonyl, and

R51 is hydrogen or 1-4C-alkyl,

or

R4 and R5 together form a 1-4C-alkylene bridge and R41 and R51 are both hydrogen,

R6 is 1-6C-alkyl, or 1-4C-alkyl substituted by R61, in which



het er oat ons, each of which is selected froma group

consi sting of nitrogen, oxygen and sulfur, or a fused
whe@gobiles 9- or 10- menbered, partially saturatBGI/EP2004/051307

heterocyclic ring radical containing a benzene ring

and conprising one or two heteroatons, each of which

is selected froma group consisting of nitrogen,

oxygen and sul fur, or N-oxy-pyridyl, R71 is hydroxyl,

hal ogen, nitro, cyano, triflugromet hyI 1- 4C al kyl

1- 4C al koxy, am no, nono- ordi- 1-4C aI kyl am no,

Rb1 4 (s-1adCkalkoxytapomymyd -BReNOR6 1R, Ghighkoxycar bonyl ,

@«?{ Qq%_alg,ﬁgxé oxy, conpletely or predom nantly

| uori ne- stituted 1-4C al koxy, nono- or
R§i12 143k I ani nocar bonyl , carbamoyl, tetrazolyl, or
R6IN( ERERE)2 Bgdtiidrand Wity h'alusmmoﬁ/hé airogenydtorh $o phienthky are bound form a

R71 | e phenyl, in which R711 is hal ogen or
%dw%tﬁ %‘712 is 1- 4C— al kyl, and R713 is

*@Me pawrcpélgqn ~1-yb pipeie 1 ﬂnfaormw%aré% HeC-all-rigereginyl
R7nc istit?) IR7 of antiloeR 18- andigréR T3 atlsttuted phdnyic R74-hubstitatedeHdd2) 1on daphthyl, in
for g, radical Het3, in which Het3 is pyrrolidin-1-yl,
l-l%tzpe“ din-1-yl or norpholin-4-yl, R72 is hal ogen,

28409y or 1-4C al koxy, R73 is 1-4C al kyl or
1- 4emehéayslig,or faFetl bicyclit 541G-1&mleybereg haterpdryl Tadik@ @imipgding one to three

ar
y h%%g@%glégch o*wﬁ&i@%&%&é@q}om%?bﬂcpycgﬁn’%sﬂnggé@& C?en), (_)Xé%%n’ and sulfur,

|n ich RO is hydrogen or 1-4C-al kyl; under the first
pr owifuspdbicyclice?- ot 1-sershebaylr mﬁallmattwﬁqmm@tyclbfﬁng dinal lcentaining a
I, %h“zér?éﬁh tah@coﬁ@ﬂ?rhd@k|opﬂ/o<ﬁfate@hiom9fea&m which lsQ¥& from a group
restrlc L?E” ehox “ﬁ ‘@{f , 1's thereof disclained:
a)c?'ﬁ'é Qirpq ’tlﬁgﬁﬁ”ﬁ 'h of the left R1- and/or
R2- oand/ or R3-substituted benzo ring of the
di hxds@pgagui nol i ne noi ety of the
rrol odi h r sofui f,0 r ‘

Y ésglygrgml,é\%g. r?tgo %ﬁ tlmﬁ%%%gtfhg g’c%t%ﬁ"‘&d %kc]:x g]'{'lé)?ml)no- or di-
any 1ﬁ@s@éﬁy@m@%b@ﬁ-@'kseﬁﬂlpb?nylaﬁwbbﬁ‘zé'kwwgaonﬂ»@@ﬁmtaﬁ@w’ completely
10- BQ&édohﬂfzhntly&[ld‘lesu&ﬁtufey d¥40)9}ldoxy, fnoAdCoadik 6Cyaligtaminocarbonyl,

tri %EH IT%HE ° 'ﬁ(Hb 3Gh whcgfc al koxy, or R

and é)rﬁ)og’ J%’yh t?iog ?‘gbrmletyln

apf t ﬁd’hﬁf%‘?rﬁ%hs%bét't‘é%we@t' fevhithget her form a

R4 2 Galaloydrem e diCaatkyl, br i dge, and

R712 is 1-4C-alkyl, and '

R713 is 1-4C-alkyl, or

R712 and R713 together and with inclusion of the nitrogen atom to which they are bound form a
radical Het3, in which

Het3 is pyrrolidin-1-yl, piperidin-1-yl or morpholin-4-yl,

R72 is halogen, 1-4C-alkyl or 1-4C-alkoxy,

R73 is 1-4C-alkyl or 1-4C-alkoxy,

R74 is 1-4C-alkyl, phenyl-1-4C-alkyl, arylsulphonyl, 1-4C-alkylsulphonyl, or -S(O),-N(R712)R713,

R8 is 1-4C-alkyl, cyano, or -C(0)-ORS, in which

R9 s hydrogen or 1-4C-alkyl;

under the first provisio, that this subgroup of compounds of formula |,

wherein the combination of all of the following restrictions a.) to c.) apply, is thereof disclaimed:

a.) the substitution pattern of the left R1- and/or R2- and/or R3-substituted benzo ring of the
dihydroisoquinoline moiety of the pyrrolodihydroisoquinoline scaffold shown in formula | is as

follows:



b.) R4is hydrogen, and R41 is hydrogen, and R5 is
hydr ogen, and R51 is hydrogen, and c.) R8is -C(O -OR9,

WO poodadaabo ROi s 1-4C-al kyl ; and under the seconeCT/EP2004/051307
provi si o, that, when R5and R51 are both hydrogen, then
R8 is other than -C(O-0R9, in which RO is 1-4C al kyl;
and the salts, stereoisoners, hydrates and hydrates of
the salts of these conpounds. Conpounds according to
the present invention further_oore worthy to be

menti oned are those conpounds of forrmula I, in which
Rl is bound to the 8-positRon of the

pyrrol o[ 2. 1-a] i soqui noline ri and is 1-4C-al koxy,
R2 is bound to the 7-positio ‘he

pyrrol o[ 2. 1-a] i soqui noline ri and i s hydrogen,

hal ogen or 1- 4C- al koxy, R3 i ound to the 9-position

of the pyrrolo[2.1-a]isoquinbline ring, and is

1-4C-al koxy, R4 is hydrogenR, R41 is hydrogen, R5 is
hygly@aen, 1-4C al kyl, cyano or 1-4C-al koxycarbonyl,

a R51, i s hydrogen or 1-4C-glk or R4 and R .

£ G E0HE: = b7 HimaSStrey BgeRY Erriion b e P orerpoi g Tggsiton,and
ark8 ibhydioxyiylctGgkaxy oR@fluopmethd® al kyl , or 1-4C-al kyl
itﬂzsgﬁyltﬂég@rdorbmt?%%ry,l : WRll E&gl%lRIGi ' ich R611

-4C:- al kgxycar bon or. - N( n i, C

a1 o245 BTl BF Yerg g DACY Pambrasfionp et it o a 120
atabipreneglioghbridhe.t hey are bound forma radical Hetl, in
aMgi ch Hetl is norpholin-1-yl, R7 is Het2, R71- and/or
qug% hagr%/gnra 73-substituted phenyl, R74-substituted

46t 2, yorgnap'h hyl, in which Het2 is either a

notd dstyfiiogenpandf ysed bi cyclic 5- to 10- menber ed

hetsey Igaroyén, edi cal conpri sing one to three
he{ghd 1208, each of which is selected froma group

cgn5|s I'ng of nitrogen, oxygen and sul fur, or
an

¢.) R8is -C(0)-ORS9, in which
R9is 1-4C-alkyl;

and under the second provisio, that,

when R5and R51 are both hydrogen, then

R8 s other than -C(0)-OR9, in which

R9 is 1-4C-alkyl;

and the salts, stereoisomers, hydrates and hydrates of the salts of these compounds.

Compounds according to the present invention further more worthy to be mentioned are those

compounds of formula |,

in which

R1 is bound to the 8-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-4C-alkoxy,

R2 is bound to the 7-position of the pyrrolof2.1-alisoquinoline ring, and is hydrogen, halogen or 1-
4C-alkoxy,

R3 is bound to the 9-position of the pyrrolo[2.1-a]isoquinoline ring, and is 1-4C-alkoxy,

R4  is hydrogen,

R41 is hydrogen,

R5 is hydrogen, 1-4C-alkyl, cyano or 1-4C-alkoxycarbonyl, and
R51 is hydrogen or 1-4C-alkyi,

or



a fused bicyclic 9- or 10-nenbered, partially
saturated heterocyclic ring radical containing a
whewzmema29 i ng and conpri sing one or two het er OBCDREB2004/051307

each of which is selected froma group consisting of

ni trogen, oxygen and sul fur, or Noxy-pyridyl, R71 is

hydr oxy!, hal ogen, nitro, 1-4C-al kyl, 1-4C al koxy,

am no, nono-ordi-1-4C- al kyl am no,

1- 4Cal kyl sul phonyl am no, carhgxyl, aryl.oxy,

nono- or di - 1- 4C- al kyl am nocar bonyl , car banoyl ,

Rdednd 83 tdggther farm a NGBk biRdghlahtVR4L) dRd K31 aterboththydrbgeay v |

is phenyl or R711 substitut ed phenyl, in which R711 is
R712 is 1-4C aI kyl, and R713 is

Pf 4@%%\‘3" 061'4‘132?‘52 S%E‘UW%R%@&*‘W& and with

Rén ¢ lisuisdGaalkaxfcatblosyl ni -N(REg HR6 2, mwhicb whi ch t hey are bound

RfGQ'i E}]@ Ré?éj{oﬁc‘ﬂher 'd‘?l& %nth 'lr{&lug\{ﬁﬁ Shthtkf'lﬁ Cgénsatéim i ulﬂlt':lll Bieft a3l bound form a
o en - ky koxy, R7/3 1S

1 4@ 5’?'@1 pwhich 4C aI koxy, R74 is 1-4C al kyl .
I—pnewhordhoﬂrel-&ll kyl, aryl sul phonyl, 1-4C- al kyl sul phonyl
ns'ﬁé&’) %Wéﬂ%?hﬁz %?Pdlor%ﬁs%sitfué@pﬁér&w kv4-§068f¢ted 612, or naphthyl, in

-C( , i s hydrogen of 1-4C al kyl;
und ICIPhe f| rst prOVISI o, that this subgroup of
Hetdnsaitneds of fornmula |1 wherein the conbination of all

?L tarﬂr%fnf)égbllc%\’\fu% Hic§8ic 5L ©t10 Hdfbared hét@roéi‘yl)racﬂdépéohpnéu@ one to three
e li..e 0

|
t e hEplors eadl Aifion Badiedattingle menohisig Bt ieSfhgdien and sutr,

ring of the dihydroi soquinoline noiety of the
pyr b@&s@@l blbgbéﬁd'glloﬁmrblérﬁs&rédnﬁarﬁ‘aﬂ@éd‘t@étdd ﬁdwmcncmmé RIIGA cantdining a

Ils 4 enane nny and coa1szusg (ﬁﬁ .or th%a’teroat%‘mgl eaa"l d(% Hﬂ%ﬁ]g sgectédsfrom a group

KoX
hy deengisting O FittogRS. Pggenyaad ﬁ@f@n and R51 i s hydrogen, and
C.)oR8is -C(O-0R9, in which R9is 1-4C-al kyl;
N-oxy-pyridyl,

R71 is hydroxyl, halogen, nitro, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di~1-4C-~alkylamino, 1-4C-
alkylsulphonylamino, carboxyl, aryloxy, mono- or di-1-4C-alkylaminocarbonyl, carbamoyl,
tetrazolyl, or -N(H)S(QO)-N(R712)R713, in which

aryl is phenyl or R711-substituted phenyl, in which

R711 is halogen or 1-4C-alkyl,

R712 is 1-4C-alkyl, and

R713 is 1-4C-alkyl, or

R712 and R713 together and with inclusion of the nitrogen atom to which they are bound form a
radical Het3, in which

Het3 is morpholin-4-yl,

R72 is halogen, 1-4C-alkyl or 1-4C-alkoxy,

R73 is 1-4C-alkyl or 1-4C-alkoxy,

R74 is 1-4C-alkyl, phenyl-1-4C-alkyl, arylsulphonyl, 1-4C-alkylsulphonyl, or -S(0),-N(R712)R713,

R8 s 1-4C-alkyl, cyano, or -C(0)-ORS, in which

R9 s hydrogen or 1-4C-alkyl;

under the first provisio, that this subgroup of compounds of formula |,

wherein the combination of all of the following restrictions a.) to ¢.) apply, is thereof disclaimed:

a.) the substitution pattern of the left R1- andfor R2- and/or R3-substituted benzo ring of the
dihydroisoquinoline moiety of the pyrrolodihydroisoquinoline scaffold shown in formula | is as
follows:



and under the second provisio, that, when R5and R51
are both hydrogen, then R8 is other than -C(O-0R9, in
wWoR0soR»P i s 1-4C-al kyl; and the salts, stereoPGDRRI84/051307
hydrates and hydrates of the salts of these conpounds.
Conmpounds according to the present invention in
particular worthy to be nentioned are those conpounds
of formula I, in which either, in a first independent
embodi nent, Rl is bound to thg 8-position of the
pyrrolo[2.1 -a]isoquinoline ring, and is 1-2C- al koxy,
R2 is bound to the 7-positR t he
pyrrol o[ 2. 1-a] i soqui noline ri gnd i s hydrogen,
chlorine or fluorine, R3is b to the 9-position of
the pyrrol o[ 2. 1-a]i soqui n@ne™ ng; and is
1-2C- al koxy, R4 is hydrogen, R41 is hydrogen, R5 is
hyflj‘f" Riden, 1-2C al kyl “or cyano, and R51 is hydrogen, or
R&’M@Skdx@,@ﬂher forma tetranet hyl ene bridge and

are both hydrogen, R6 is 1-2C-al kyl, or
1- Zéapﬁﬁﬁ&gubstltuted by R61, in which R61 is
apd > g koxycar bonyl or -N(R61 1)R612, in whichR611 and
HRGUE Hydgednhanrd and wi th i nclusion of the nitrogen atom

t RaRY o BroddREingar € bound forma radical Hetl, in which

t1 1S nor hoI|n 1-yl, R7 is naphthyl,
}_ieﬁffﬁﬂy 999"35)'@' di met hyl phenyl |

4 Ry isthyergged, 5- di met hyl phenyl , 4-car boxy- phenyl ,
Agar banoyl - phenyl 2- met hyl - 4- hydr oxy- phenyl ,

n (2H-tetrazo| 5-yl)-phenyl,
m&gfq)%% éﬂi‘fh Honyl ani no- phenyl ,
4 -Roist T4 G-glkyll; phonyl am no- phenyl , or
2-fluoro-3, 4-di met hoxyphenyl, pyridyl, indolyl,

n 2-met hyl -pyridin-4-yl,
%‘L’Jﬁe‘fh{'ﬁgﬁ??‘# 'H?Vﬁs'°4%} or N-(R74)-Het2, in which Het?2
when B W\d(ﬂ5§'ﬁre@9thlhﬁ¢!@06y“he@74 i s aryl sul phonyl,

Hs zgmekmbﬁm(ppongl.nwmh S(O) 2-N(R712) R713, in which
%;yl %Wgnyl or R711-substituted phenyl, in which

C-al kyl, R712 is 1-2C-al k%/ R713 is
and Q’@sg{tsk§1¢re0|qﬂrners hydrates and hydrates of the salfs of these compounds.

Compounds according to the present invention in particular worthy to be mentioned are those

compounds of formula |,

in which

either, in a first independent embodiment,

R1 is bound to the 8-position of the pyrrolo[2.1-aliscquinoline ring, and is 1-2C-alkoxy,

R2 is bound to the 7-position of the pyrrolo[2.1-ajisoquinoline ring, and is hydrogen, chlorine or
fluorine,

R3 is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy,

R4 s hydrogen,

R41 is hydrogen,

R5 is hydrogen, 1-2C-alkyl or cyano, and

R51 is hydrogen,

or

R4 and R5 tagether form a tetramethylene bridge and R41 and R51 are both hydrogen,

R6 is 1-2C-alkyl, or 1-2C-alkyl substituted by R61, in which

R61 is 1-2C-alkoxycarbonyl or -N(R611)R612, in which



R712 and R713 together and with inclusion of the

nitrogen atomto which they are bound form a radi cal
wWHe103/003129 whi ch Het 3 i s norpholin-4-yl, and RBPCHEP2004/051307
cyano; or, in a second independent enbodinment, Rl is

bound to the 8-position of the

pyrrol o[ 2. 1-a]i soquinoline ring, and is 1-2C- al koxy,

R2 is bound to the 7-position of the
pyrrolo[2.1-a]isoquinoline ring. and is hydrogen,

chlorine or fluorine, R3 is bound to the 9-position of

Réie apy R6t p&her-amdl ivdtb dndusion iohe mitiogen atord to Svhich they are bound form a

1- Zﬁraoﬂ:'aﬁ%‘b/lnﬁ%h' s hydrogen, R4l is hydrogen, R5 is
1-2C- al or cyano, R51 is hydrogen, or R4 and RS

'1961gé3t'ﬂ‘?5? D5i¥k a” t et ramet hyl ene bridge and R41 and R51
R e isoephthinydinydgey:3, S-Bmatrwlpﬁer@u-melmky% Slinibih@ihanlylk §-carboxy-phenyl, 4-

S Ub%grbgr{'ﬁy?ﬂwehﬁ B%thyf—fph))ﬁf& 5?14 Hidino- pheny{Nﬁt (2H-te|t:\%2f:ll-5-yl) phenyl, 4-

- 2C- al koxyca ‘}(1
and "F‘?B'i"a“"?%“&fé‘? RO AN Sa ey ) " 27y 4-dimethoxy-
at ophengl, whi ch they are bound forma radical Hetl, in

\A/\,hlh Prd'ypﬁwéolyl%umrnplhﬁhdnﬂﬁl yl', R7 is naphthyl,

4- t"i‘f%@ d§4d+ %%‘Bﬁgﬂﬁﬁ’l °%- car boxy- phenyl ,
Ac aNoBifhyHet2, ph@rwyl 2- met hyl - 4- hydr oxy- phenyl ,
Iﬁt@@ﬂﬁolﬁ%ﬁﬂ&élw (2Htet razol - 5-yl)-phenyl,
0

%4@{%@@@3?%%3@@%@1 ﬂeoﬁ%lS%LRm)Rm in which
gl f i Rieryl, /T &Zﬁrsnhqhwm;wmmhwwhlcbyn dyl, indolyl,
Ry pod-2awky, | ndol i nyl, 2-methyl -pyri di n-4-yl,
éaiﬂ?stpyé ridin-4-yl, or N-(R74)-Het2, in which Het2

rro " or indol yI R74 is aryl sul phonyl,
FS["Q@-%\?Q{?‘ W©f phonyl , or -S(O2-N(R71 2)R71 3, in which
Famy land K7 Ehbather a4 uEai’]ribmsiUrbst thé wttregenpdten b which thskiiathbound form a

R?l yl, R712 is 1-2C-alkyl, and R713 is
%?dic?lkﬂﬁ#ﬁm 712 and R713 t oget her and with

H%I‘%‘?’@H’“’bﬂ%ﬂ@ nitrogen atomto which they are bound

R8or magarfoadi cal Het 3, in which Het3 is norpholin-4-yl,

and R8 is -C(O-0R9, in which

or, in a second independent embodiment,

R1 is bound to the 8-position of the pyrrolo[2.1-ajisoquinoline ring, and is 1-2C-alkoxy,

R2 is bound to the 7-position of the pyrrolo[2.1-aisoquinoline ring, and is hydrogen, chlorine or
fluorine,

R3 s bound to the 8-position of the pyrrolo[2.1-ajisoquinoline ring, and is 1-2C-alkoxy,

R4 is hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl or cyano,

R51 is hydrogen,

or

R4 and R5 together form a tetramethylene bridge and R41 and R51 are both hydrogen,

R6 is 1-2C-alkyl, or 1-2C-alkyl substituted by R61, in which

R61 is 1-2C-alkoxycarbonyl or -N(R611)R612, in which

R611 and R612 fogether and with inclusion of the nitrogen atom to which they are bound form a
radical Het1, in which

Het1 is morpholin-1-yl,

R7 is naphthyl, 4-hydroxy-3,5-dimethyiphenyl, 4-methoxy-3,5-dimethylphenyl, 4-carboxy-phenyl, 4-
carbamoyl-phenyl, 2-methyl-4-hydroxy-phenyl, 4-amino-phenyl, 4-(2H-tetrazol-5-yl)-phenyl, 4-



RO is 1-2C-alkyl; and the salts, stereoisoners,

hydrates and hydrates of the salts of these conpounds.
w@oopoeaies according to the present invention PEI/EP2004/051307

further particular worthy to be nentioned are those

conmpounds of fornula I, in which either, in a first

i ndependent enbodinent, RL is bound to the 8-position

of the pyrrolo[2.1-a]isoquinoline ring, and is

met hoxy, R2 is bound to the 7-position of the

pyrrol o[ 2. 1-a] i soqui noline ring, and is hydrogen or

f | uowophaino-siphiosyldndntshehys, 4trkghyBulpberiylaming-paényt, bre2-fluoro-3,4-dimethoxy-

pyrrgé L2 1 -a]isoquinoline ring, and is nethoxy, R4

|s B dro ,., R41 i s hydrogen, R5 is hydrogen, nethyl

;@b hap cuireing Bidgen. Ro is methyl or
2 netrishyl-paidio gy, I3etdtiyd-pyriliv-divs or

4-h XM e’gg ﬁ,mcﬁet hyl phenyl ,
di et hyl phenyl , 4-carboxy-phenyl,

%ﬁ%@ﬁmWP%i"mﬂvﬂToxy phenyl , 4-ani no- phenyl ,
RIA( +-rylminharyh H-26-ajlylsulpliveylydr -5(0)-N(R712)R713, in which

.,/nlwnﬁzpdmwn %prLsgbﬁwyéd%ﬁérwpm%wl -
Ip onyl am no- phenyl , pyrldyl qui nol i nyl,
ﬁ%ﬁ ridin-4-yl, 3- nethyl pyrldln 4-yl,
R dd V?%dkmmthyl pyrr ol - 3- yl,
M@@ﬂé@ak@fwnyl -I ndol 3-yl,

R;I71? ﬁ’y‘I’ &f%kg%&?r e]nﬂ dVé II’?ll&S/lf)lY of th:el nitrogen atom to which they are bound form a
1- dirgsecabat& ini whighul phonyl -i ndol - 3-yl, or

Hagmgm@gkmmm§yamhonyl|ndoI 3-yl, and R8 is cyano; or
ng & 5 Q%%Rendent enbodlnent Rl is bound to the

pos 1'on OP fre pyrrol o[ 2. 1- a]|squ|noI|ne ring, and
RS feet¥ofy R2 is bound to the 7-position of the

4pyl tHeGhie| Aerdoisthriefs) At and RydFatddbf tha Baltsiob thBysCHoMPINdS

fluorine, R3 is bound to the 9-position of the

pyrrol o[ 2. 1-a]isoquinoline ring, and is nethoxy, R4 is
hydrogen, R4l is hydrogen, R5 is nethyl or cyano, R51
CGompbyrds ageriing Rbthe pres@tt inybntion indurthiet peoticyaawbrtig\d Bd ydtioned are those

ca%péﬁdélofl?&ﬂ[llm(y 3, 5-di met hyl phenyl,
4- met hoxy- 3, 5-di met hyl phenyl , 4- carboxy phenyl ,

imwhiehh hyl - 4- hydr oxy- phenyl | 4- ani no- phenyl ,

either dira first indeperidett-epibpdipérény I

K- miécﬂwllld t6 %e%LHogm th@%ﬂWﬁQ])ébqumolme ring, and is methox

R%_ rr?st bh XndS to OXI{IOH of {P\e p?rro?o?%/ 4 -a]lsga/umogrYe ring, qand is hydrogen or fluorine,

R3 is bound to the Q-posmon of the pyrrolo[2.1-a]isoquinoline ring, and is methoxy,

R4  is hydrogen,

R41 is hydrogen,

R5 is hydrogen, methyl or cyano,

R51 is hydrogen,

R6 is methyl or 2-methoxycarbonylethyl,

R7 is 4-hydroxy-3,5-dimethylphenyl, 4-methoxy-3,5-dimethylphenyl, 4-carboxy-phenyl, 2-methyl-4-
hydroxy-phenyl, 4-amino-phenyl, 4-(2H-tetrazol-5-yl)-phenyl, 4-mopholino-sulphonylamino-
phenyl, 4-methylsulphonylamino-phenyl,
pyridyl, quinolinyl,
2-methyl-pyridin-4-yl, 3-methyl-pyridin-4-yl,
1-tolylsulphonyl-pyrrol-3-yl, 1-tolylsulphonyl-indol-3-yl, 1-phenylsulphonyl-indol-3-yl, 1-
methylsulphonyl-indol-3-yl, 1-dimethylaminosulphonyl-indol-3-yl, or 1-morpholinosulphonyl-
indol-3-yl, and

R8 iscyano;



2-nmet hyl -pyridin-4-yl, 3-nethyl-pyridin-4-yl,
1-tol yl sul phonyl - pyrrol -3-yl,
wda2a06l09d1gul phonyl - i ndol - 3-yl , PCT/EP2004/051307
1- phenyl sul phonyl -i ndol - 3-yl, 1-
met hyl sul phonyl -i ndol - 3-yl ,
1- di net hyl am nosul phonyl -i ndol - 3-yl, or
1- nor phol i nosul phonyl i ndol - 3-yl, and R8 is -C(O) -OR9,
in which RO is ethyl; and the galts, stereoisoners,
hydrates and hydrates of the salts of these conpounds.
An interesting enbodi nent of the conpounds accordi ng

refers to those conpounds of
&qnsgfcom'ﬁée%gﬁdeh&%%h&?s bound to the, 8- EFOSI“ on of

Fhe isRpHRdiP dle-pesitign & B wyrRkE- ﬁé]'SPF‘H'Q"'“ea’H’& ng is methoxy,
R2 2 @ muidbta yhe 7spositiorars the pgrrolai { -ajisogyindi@: ring, dnd istgdiogentdn 8uorine,
R5 p%sﬁohh@tﬂ #tRfo. ﬂogﬁor%f e QY Pdicte. -z fbh ikt 1! dnd s thdihiy, and
|s c 8r|ne or fluorine, is bound to the 9-position
@9?¥olo[2 1-alisoquinoline ring, and is
HMZ@*B!Udogew such as e.g. nethoxy, and R4 i s hydrogen,
ﬁﬁlwgﬁamyghgg%n RS is 1-2C alkyl or cyano, R51 is
qgﬁn and R8 is -C(O-0OR9, in which RO is
~2@ RY™ A nore interesting enmbodi ment of the
RSo misonefiald orewethakyergondethle present invention refers to

g 0$se4 mw@dﬁn&#ylﬁqa{ymhﬁemol( -3 B-dwhktAphERY, uscamamsﬂlem 2-methyl-4-

t he 8 05|t| n of in e

T T BEM FEmpRigfronamine-
to lph@yvé’rmﬁwlﬁlﬂlmnmmlmw@epxhr rol o[ 2. 1-a] i soqui nol i ne

ri N@yric@Nguinckinylydr ogen, chlorine or fluorine, R3 is

bou f the
pyr r@q‘?ett %/b}))?lﬁln% y’l) %%e&ljlﬁfpﬁyng -4 ryh Cand is 1-2C a! k Xg
sucﬁ-t%lﬂs@hgnyl Paéqoh%)dw-tobthwp*mylﬂ@oltﬁrﬂrb@\@nylsumhqnyl igdol-3-yl, 1-

hy d meg®Bulpidnytirgioll3-y G- dihétiylantifiosQipeongi-indol-3-yl, or 1-morpholinosulphonyl-

indol-3-yl, and
R8 is -C(0O)-OR9, in which
RO is ethyl;

and the salts, stereoisomers, hydrates and hydrates of the saits of these compounds.

An interesting embodiment of the compounds according to the present invention refers to those

compounds of formula |,

in which

R1 is bound to the 8-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

R2 s bound to the 7-position of the pyrrolo[2.1-alisoquinoline ring, and is chlorine or fluarine,

R3 is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

and

R4  is hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl or cyano,

R51 is hydrogen,

and

R8 is -C(O)-OR9, in which

R9 is 1-2C-alkyl



RS1 is hydrogen, and R8 is cyano. Another nore
i nteresting enbodi nent of the conmpounds according to
wa b@spexasent invention refers to those conmpouneiGI/BP2004/051307
formula I, in which RL is bound to the 8-position of
the pyrrolo[2.1-a]isoquinoline ring, and is
1- 2C al koxy, such as e.g. nmethoxy, R2 is bound to the
7-position of the pyrrolo[2. 1-a]isoquinoline ring, and
is chlorine or fluorine, R3 |31bound to the 9-position
of the pyrrolof2.1- a]lsqu|noI|ne ring, and is
A maic-iradrstiny emisaditiien bt the. cgmpdURtinarsyrdingtodhdstedet it Alfod GeféTs to those

= n, RS is hydrogen, 1-2C-alkyl or cyano,
&%%06 SEM gggn and R8 is cyano. Another nore

'PW'@?estlng enbodi mnent of the conpounds according to

Rhe lsphioascemthe Ssition ditherpiréls[2. 14afisoblingise dpiamuNtsC-alkoxy, such as e.g.
formy , in which RL is bound to the 8-position of

the rroIo 2. 1-alisoquinoline ring, and is

upshipyite Tspasional e RyolafR ! iseguIndioe §ng. a1,y ctogen, Fdorine or

7 pdmmtmon of the pyrrol o[ 2. 1-a] i soqui noline ring, and
RSS %ogﬁd B?ne@' szhn&P&f kS FRob S-ai?s%HﬁhqohBé)nﬂgh&ngl' E%—bﬁ(&)&rkuch asedg.

rrol o[ 2. 1-a]Jisoquinoline rin
1- 2&%% Xy, such as e.g. nethoxy, and R4 is hydrogen,
gRd1 is hydrogen, R5 is 1-2C-al kyl or cyano, R51 is
hy drigamgedand R8 is cyano. A particular interesting

nt of the conpounds according to the present
iﬁbiﬁ?g§§$hijf;;)to t hose conmpounds of fornula I, in
i dgh1-2C-alkyl or cy

R51 is hydrogen,
and
R8 s cyano.

Another more interesting embodiment of the compounds according to the present invention refers to

those compounds of formula I,

in which

R1 is bound to the 8-position of the pyrrolo[2.1-ajisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

R2 is bound to the 7-position of the pyrrolo[2.1-ajisoquinoline ring, and is chlorine or fluorine,

R3 is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

and

R4 s hydrogen,

R41 is hydrogen,

R5 is hydrogen, 1-2C-alkyl or cyano,

R51 is hydrogen,

and

R8 iscyano.

Another more interesting embodiment of the compounds according to the present invention refers to

those compounds of formula |,

in which

R1  is bound to the 8-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

R2  is bound to the 7-position of the pyrrolo[2.1-ajisoquinoline ring, and is chlorine or fluarine,



Rl is bound to the 8-position of the
pyrrol o[ 2. 1-a]i soquinoline ring, and is 1-2C- al koxy,
wG@omk/oeH2®e. g. nethoxy, R2 is bound to the 7-poRCT/EPW04651307
the pyrrolo[2.1-a]isoquinoline ring, and is fluorine,
R3 is bound to the 9-position of the
pyrrol o[ 2. 1-a]i soquinoline ring, and is 1-2C- al koxy,
such as e.g. nethoxy, and R4 is hydrogen, R41 is
hydrogen, RS is 1-2Cal kyl or_, yano, in particular
met hyl, R51 is hydrogen, and Fl is cyano. A vari ant
Kov arid toihd td the@Epobitieh df the mdlo[2. NdRs0GuiItDling rHigedrdl i 92¢-bikuxe, such as e.g.
com%%g of formula I, in which RL is hal ogen, nitro,
an no, Jno- ordi-1-4C al kyl am no, 1-4C-al kyl,
gdr oxyl , 1-4C al koxy, 1-4Cal koxy- 2-4C al koxy,
R+ 7@ hygobemal koxy, 3-7C cycl oal kyl net hoxy, or
or predom nantly fluorine-substituted
'%Z%'g r%%)éﬁ R2 i s hydrogen, hal ogen or 1-4C- al koxy,
B3 iss! ?ﬁfﬁﬂ‘ §eda% 1-4C al koxy, or R2 and R3 bound to
Rite iddgpgen; i Ng noi ety in ortho-position to each other
E{,).,gget her forma 1-2Cal kyl enedi oxy bridge, or R2 and R3
ound to the benzo ring noiety in ortho-position to
s cif YeMer together forma conpletely or predoninantly
fluorine-substituted 1-2C-al kyl enedi oxy bridge, or Rl
A@B’Q’tldﬁ%r p\%ﬂnd SmbdafncRCEZRe EdnBuRTR REfdihdMto the present invention refers to
tort 0- Os‘i?r? g’FBtO each other together forma
Ross eap 3 ‘bri dge and R3 is hydrogen, orRl and
iR@hifound t o the bepzo ring noiety in ortho-position to
FRIALC s ERLAED tHe@UREIRGH of tHR', @O@QET&) iRiie g, M HOF-ARIXY, dich as e.
f1 uor.i ne- sub?tg?t uted 1- agl k ﬁﬁedl oxe{gbrl dge and s
IS ﬁ"f @’gen, R4 i s hydrogen, fI uorine, chlorine,
RE- 4 ¢s-bebndtp thet7rpopitionoaf 6\?@&"?‘819[2,-1-9}?99@!51“%%; ané)iqaﬂmgr,ine,
RB- 4 Getolimiy GrRIo6NdN db he pidlorL:-Brkbduindife al 41a iF¥A L alkdky, such as e.g.
hydr og\ 1-4C-al kyl, 1-4C- al koxy- 2-4-al kyl or
f?ﬁ/l carbonyl, R41 is hydrogen or 1-4C-al kyl, R5
qng hydrogen, fluorine or 1-4Cal kyl, R51 is hydrogen
oI ]sh‘}@ogdnkyl or R4 is hydrogen, fluorine, chlorine
r1 45h kyI R4l is hydrogen or 1-4Calkyl, RS is
15 "1 uori ne, 14C—alk%, trifluoronethyl,
'%%cl'sop?‘%ﬁw or Gygnent Parficuiasmettii v car bony | or

R51 is hydrogen,
and
R8 s cyano.

A variant (variant 1) of the present invention refers to those compounds of formula [, in which

R1 s halogen, nitro, amino, mono- or di-1-4C-alkylamino, 1-4C-alkyl, hydroxyl, 1-4C-alkoxy, 1-4C-
alkoxy-2-4C-alkoxy, 3-7C-cycloalkoxy, 3-7C-cycloalkylmethoxy, or completely or predominantly
fluorine-substituted 1-4C-alkoxy,

R2 is hydrogen, halogen or 1-4C-alkoxy,

R3 s hydrogen or 1-4C-alkoxy, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge and R3 is hydrogen, or



-CH2- O R511, in which R511 is hydrogen, 1-4C alkyl,

1-4C- al koxy- 2-4-al kyl or 1-4C-al kyl carbonyl, R51 is
whyasoepaee or 1-4C-al kyl, or R4 and R5 toget herPE¢DEP2084/051307

1-4C-al kyl ene bridge and R41 and R51 are both

hydrogen, R6 is 1-6C-al kyl, am no, fornyl, or

1-4C-al kyl substituted by R61, in which R61l is

1- 4G al koxycar bonyl, carboxyl, 1-4C al koxy, hydroxyl,

hal ogen or -N(R61 1) R612, in w{gl ch R611 is hydrogen,

1-4C al kyl, 3-7C-cycl oal kyl or

RB+an@R2yolraad thy berikzo kg abiéty In,ortht Acaition toteach Gy fogether form a completely

1- 4gr &EMma}pfl’J fhe I I— u@gﬁgﬁeﬁq% JII@%%%P bﬁtﬂ;g a}% ﬁ:?ls hycgogen

i ncl usi on trogen a
Rlor iR VAraasne afluopigs 1 chiqrige, \Aﬁr“l?ha'%t fyiflyosorpethyl, Ptp'opropy' cyano, 1-4C-
7- malkbercmbbnylairt:@k&t@a&ﬁeiheholcycl ic ring radical

mmayaaow @ae-amyut I @@an?,?!yz%géwte & ﬂ‘éﬁ?{-ﬂl@lc%&ﬂyl and R612

ar e bound i ona het'ér oat om
R ésc'iygrag?”r%ﬁw‘*g a&‘s'oup consi sting of nitrogen, oxygen
Rind issytiogen, flupria @pdt4Ceatigl, | y substituted by R613 on a

F(51n95 @H,{,&é}gﬁm_4étaq‘21 in which R613 is 1-4C al kyl,
- 7C- ¢cycli oal kyl 7C-cycl oal kyl - 1- 4C-al kyl

°ﬁydroxy 2-4C-al kyl, 1-4C-al koxy-2- 4C-al kyl,

Remi isdw@rodeD, fulokind, chlonne or 1-4C-alkyl,

mnqg—rga,ggénjo—rli@c@ | am no- 2- 4G al kyl, for rryl pyri dyl

I%;ld / rhrgg%\l E%)Blgﬁ I1-t48t i%lpgﬁl@ﬁm thHE?)ﬁﬂOpIgR mwno, 13&-aﬁoxycarbonyl or

R75-G3REtluinedhichlet 2, napht hyl, or R76- and/ or
817 isHyld §dnt LaCGinaPhd- bly&xy-zurhumrq bycHtyalbsnyf

I|c used bicyclic 5 to 10-nenbered
I:{ﬁr’gt el(r:%’ %’ﬁn li |Eca ‘conprising one to three

%et er oat ons, each of which is selected froma group
RGNS RS &dg@geﬁémm 1-4©gIRane BHYLE @Rd RATarRiRSH dFe bolR hidrbgen,

I%‘y 4Eolxt?q<aliqh %&'ﬂ%dﬂrmyﬂ 'oF { -QC-aIE% gt‘ﬂ)%tltuteﬂ b)]; kélp 3v c‘m hyl,
RB1 408 1ac}q<§l|<o§mam9nyl ]_Qa@gsy |1 Wrag@;qb hmq(g)qylahqlqg@n or -N(R611)R612, in which
Ré Y kstiydirpdemn 1M @uanikil 08-7CLeyélGaliafl o< aayfcloalRyli1 4Cegiyhoxy |

R%’Iﬁﬁr@&rg%éntomg aﬁp.y&,oxy 2-4C aI koxy,

ar | oxy yl - 1-4C- al koxy
ﬁ ayggh%@ngwﬁl@wwsn@ grféh%”nlg'sg@p glory e ghlklg, Fhey are bound form a
hydraml»cyl HatY B-vdiidhoxy, am no- 2- 4Cal koxy, nono- or

Het- &-ACA- Jﬁ¥ﬁ1€’é¥éd"é%ft|?a'téaqle@|r&98ﬁ¥ nngor’édlséP E@ﬁﬁi&lﬁé bfneq{trogen atom, to

T N G ok

cosistitg crﬂmrmgensomgﬂn@ge ﬂL;IfulfL anfiOpéidrialh subdtitui€d bylR6dkgm a mq nitwgen atom,
iPkigpano, R72 is hal ogen, 1-4C al kyI 1- 4C al koxy or

Iéiisj IS, 1 J(ﬁajl?yg é?ﬁ: cy@XahrI@_ E%%ylycﬁoaﬁy 11(8 alk%rwgrﬂW]'ZAC-alﬁyl 1—428/ alkoxy-2-
1- 4@3ﬂlkwoa(wno-%9@rﬁﬂsyl mgniona di-hdGrelkyandine-2-44 @lkstl, fesnhvé mpinitty] or
1 4@.@1. cycar bonyl nor phol i no, car boxyl nitro,

ﬁ 6{1 t%i 4l o%reylp 5278 ilailslorjﬁzé]subsi& &pﬁﬂy %/P gaeglbr 5756 substituted
car H@tﬁwap'@ihyl Pr R@ andeny E*&v%tbtﬁiﬁﬂ naphthyl, in which

Het2 is a monocyclic or fused bicyclic 5 to 10-membered heteroaryl radical comprising one to three
heteroatoms, each of which is selected from a group consisting of nitrogen, oxygen and sulfur,

R71 is hydroxyl, halogen, nitro, cyano, trifluoromethyl, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di-
1-4C-alkylamino, 1-4C—alkylsdlphonylamino, arylsulphonylamino, 1-4C-alkoxycarbonyl,
carboxyl, 1-4C-alkylthio, aryloxy-2-4C-alkoxy, aryloxy-1-4C-alkyl, aryloxy, aryl-1-4C-alkoxy,
aryl, 1-4G-alkoxy-2-4C-alkoxy, 1-4C-alkoxy-1-4C-alkyl, hydroxy-2-4C-alkoxy, amino-2-4C-
alkoxy, mono- or di-1-4C-alkylamino-2-4C-alkoxy, or completely or predominantly fluorine-
substituted 1-4C-alkoxy, in which



R77 is 1-4C-al kyl or 1-4C-al koxy, R8 is 1-4C al kyl,
phenyl, 2-4C-al kinyl, cyano, -CH2-0O R81,

wWEhb@apbaay bonyi, -C(O -NR82)R83 or -C(O) -O RIPCT/RP2004/051307
whi ch R81 is hydrogen, 1-4C alkyl,

1- 4C al koxy- 2-4-al kyl or 1-4C-al kyl carbonyl, R82 is

hydr ogen, 1-4C-al kyl, 3-7C-cycl oal kyl,

3-7C-cycl oal kyl - 1-4C-al kyl, phenyl or

phenyl - 1-4Cal kyl, R83 is hydrqgen or 1-4C-al kyl, or

R82 and R83 together and with T nclusion of the

anjl t isqppenyl atRTN -siibatitwdad pHenyl hlﬁ?Whléh’ e bound, forma

A9 ?srh%g&wl hg ra'u&l% 4?‘35&&' ér%gén‘éd from the group

consi st 8 eridinyl, norpholinyl
P R !PQQI‘C1 épt@yﬂy'ﬂéﬁﬁ@?’gﬁ ige-alkpxycaromly oy ogen or
RI?34(§-1a4(kg1ky,l oruiBalkdxipe first provisio, that this

R4 b gs"t%fé or? fl -4@%@P11’iﬁ%? n%&hgf ? r451glk%}()1 cyaWQ %Hﬁ‘lo, mBrnJe ordi- —)4C-al kylamino,

conblna |on of restrlctlon
to d-4F-alkgpicgrbonyg ”PFP@P'@B’fcaH’PéVéI"QPr%‘&“V' gr. phepyip
RY&ib st i-4Qaslkybor Haltierer n of the | eft - and/ or - and/ or

R78- %‘H%Eabént H;L yPRAE! Qlki}l' W{b Rkox, rb%m@i(w?ﬁdlrﬁ -3 2l FHB d)hne

rro odi hydroi Soqui nol'i ne” sca

%ﬁoﬁn%r%a"ﬂi?rrﬂu alkoxy.s as follows: RL R in whi ch R
Rénd isR*4Calkyl Ipberlyb Ad G ehlkiny1, eyayo, pet&90-BB & ppergicarbany!, 63(O)-IW&82)R83 or
benz§ol-bRE,in@kth R IS hydroxyl 1- 4C- al koxy or

rifluorone nor 4C- al koxy, or R
i BRI G S e S g e frrbem
R$2t Isohydpgen, i bAC-alkyl e&é@rcmm&tvl B8dGeytientkyl b4Gralyl, phenyl or phenyl-1-4C-
1- 2Gpjikyl enedi oxy bridge, and b.) R4is hydrogen, and

4311 i.S hg ro 3@ alnd R5 i s hydrogen, andR51 is
yd}S g%rﬂ enorg C(O-0R9, in which RIis
RE2 a1 $3<tygethea AR Mwmsm@f trecnitengen plpmatp whigh theyiare bounkidferm a

heerRblidnk radicl Mc{ged Iﬁ'hilld ﬁﬁé@b%c(hpo)cbrﬁ@%g;i? lggér‘gohd!ﬁ)}ﬂ%i&et(l)(gi@ﬂ Orgé)rphollnyl or
Y, ar bony or - - :

hPQS;EE allgR—ngrg}_’ I's hydrogen, 1-4C-al kyl, 3-7C-cycl oal kyl,

R9. 7 &8 hydregesar P(‘ﬂp-alﬁVMC- al kyl , phenyl or

phenyl - 1-4Cal kyl , R83 is hydrogen or 1-4C-al kyl, or

under the first provisio, that this subgroup of compounds of formula |,
wherein the combination of all of the following restrictions a.) to ¢.) apply, is thereof disclaimed:
a.) the substitution pattern of the left R1- and/or R2- and/or R3-substituted benzo ring of the
dihydroisoquinoline moiety of the pyrrolodihydroisoquinoline scaffold shown in formula | is as
follows:
R'

R"
in which
R’ and R” can be bonded at any possible position of the benzo ring, and
R’ is hydroxyl, 1-4C-alkoxy or trifluoromethoxy,
R” is hydrogen or 1-4C-alkoxy,
or R’ and R” bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge,
and
b.) R4is hydrogen, and
R41 is hydrogen, and
R5is hydrogen, and



R82 and R83 together and with inclusion of the
nitrogen atom to which they are bound, forma
whedosoaayel i c ring radi cal selected fromthe gr@UPpP2004/051307
consi sting of pyrrolidinyl, piperidinyl, norpholinyl
or N-(1-4C- al kyl)-piperazinyl, and RO is 1-4C- al kyl;
and to the salts, stereoisoners, hydrates and hydrates
of the salts of these conmpounds. The invention further
relates in a first aspect (asg:;ct a) of variant 1 to
conmpounds of fornmula I, in which in which RL is
h&sog@pndrogent r o, am no, nono- or di-1-4C- al kyl am no,
g4C-al kyl, hydroxyl, 1-4C al koxy, 1-4Cal koxy-
-4C- al koxy, 3- 7C— cycl oal koxy, 3-7C cycl oal kyl et hoxy,
CangE’oﬁﬁﬂ |y whiEh pr edomi nantly fl uorine-substituted
1ROC1dCagyy, R2 i s hydrogen, hal ogen or 1-4C- al koxy,
R3 is hydrogen or 1-4C-al koxy, or R2 and R3 bound to
the benzo ring noiety in ortho-position to each other
af‘?)@'@‘?’n‘@?sqc&’l‘%“é"sﬂﬁ" | kyl enedi oxy bridge, or R2 and R3
whewRShntl 851 &re bhite hydpogen,tigennoi ety in ortho-position to
R%aCE ofePfRhn ;E)h%gﬁtdﬂ@rfy Jsr%@\ ac@;)zﬁpis@k&bxr- om@wmh&ﬁnt ly
e C

Rgagpslr:érn [esag%}l;l dﬁ%ql); l&‘ 3~ B(éﬁ)g:[?a 1 é ene I Ik;gJ phenyl oll?]bhenyl 1-4C-

ort hlylposition to each other toget her form a
@32%@?&@@%@)&@,@r| dge and R3 is hydrogen, or Rl and

nzo .r no t t
R e Bl R b hear Lty BBk 2
hetewoydigwingsadinst efegied for R @raub kyrisistinacif owrolidiny, aiperidinyl me@holinyl or
N- @-4&%1{? ?&aZ,,@ﬂaW hydr ogen, fluorine, chlorine,

trifluoronmethyl, cyclopropyl, cyano,
Yearbonyl or -CH2-O-R411, in which R411 is
ang trthegRalts, steregigpragric ydratgs. at@hmrkte‘mfi@ali%ﬂf kppe gompounds.
1-4C-al kyl carbonyl, R41 is hydrogen or 1-4C-al kyl, R5
i s hydrogen, fluor i ne or 1-4C-alkyl, R51 is hydrogen
or 1-4C-al kyl,or R4 is hydrogen, fluorine, chlorine or
The Mrglpnp(i;{rtherpqgrlgtep § #figt Hgen (prec_[ ayef \@rlﬂlgm to mgmpaunds of formula |, in
whidr ogen, fluorine, 1-4Calkyl, trifluoromethyl,
i opropyl, cyano, 1-4Cal koxycar bonyl or
OR511{ in which R511 is hydroge 1-4C-a ¥
R{- 418 hglogesic it auing) ge- gidi- 142@%%5?9 1a+ﬂ‘b%iﬁy|hvd%h 14G-alkoxy, 1-4C-
hy d alegg+2-40ralkoxyl G-7&-dyglbalkogy, 3RE-agelchlifybnedtt@gye bhexmpletatynar aredominantly
1- 4ﬁh<ﬁihé<¥ub§ﬂﬁe<?’f-h@-glﬁo>@nd R41 and R51 are both
RZy is h%drogen halogen or 1-4C-alkoxy,
R3 is hydrogen or 1-4C-alkoxy, or
R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge, or
R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge, or
R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge and R3 is hydrogen, or
R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge and R3 is hydrogen,
R4 is hydrogen, fluorine, chlorine, 1-4C-alkyl, trifluoromethyl, cyclopropyl, cyano, 1-4C-
alkoxycarbonyl or -CH»-0-R411, in which
R411 is hydrogen, 1-4C-alkyl, 1-4C-alkoxy-2-4-alkyl or 1-4C-alkylcarbonyl,
R41 is hydrogen or 1-4C-alkyl,
R5  is hydrogen, fluorine or 1-4C-alkyl,
R51 is hydrogen or 1-4C-alkyl,



R6 is 1-6Cal kyl, am no, fornyl, or 1-4C alkyl
substituted by R61, in which R61l is
wdaze§0ad1koxycar bonyl, carboxyl, 1-4C- al koxy, hRdr/BR3004/051307
hal ogen or -N(R61 1) R612, in which R611 is hydrogen,
1-4C al kyl, 3-7C-cycl oal kyl or
3-7C-cycioal kyl -1-4C-al kyl, R612 is hydrogen or
1-4C-al kyl, or R611 and R612 together and with
inclusion of the nitrogen atom,to which they are bound
forma radical Hetl, in which Hétl is a 5- to
of- menber ed saturated heterocyclic ring radical

&P"W{)@%}oggn ‘f‘?&b‘?né“ch{} ol ?H’F%hto whi ch R611 and R612

e further heteroatom
RA| dchyeoen asrhdg- Qﬁ?ybup conS| sting of nitrogen, oxygen
red ishyldiogén, ﬂla:lﬁde GﬂbLau@alnht)br&Néﬂ@t lcﬁdlﬂp&ﬁiylh}yar% 14c@ikoRycarbonyl or
ri ngCI_rln(t)ngng1 in which R613 is 1-4C al kyl,
3-7C-cycl oa 3 7C-cycl oal k - 4C- al kyl
waﬁwmgem@%tam A A A oA P

RETi mwaroééercathalkyl
Jrono-ordi - 1- 4C al kyl am no- 2-4C-al kyl, fornyl, pyridyl
R7 is phen Het 2, R?l- and/ or R72-

or im d| n
AP tapectmi i Bdeng hatgpian RAand Aol tyirogen;
HR7 5 51466 bk, Ldereb, fderty?, or maplamhy;hbsumred By Be1, aneicdr

&7 .swl?cf Elkéﬁ&a‘?%n{r\at%mg@( l4 L1d éiko%‘ 'h%}m{gﬁﬁo on oF‘ N(R611)R612, in which

m)noc I1C Or

R ésr diogen. -4k 3-Eo &yl ﬁb3'691 éyci°6'k¥'ﬁr‘@ea'ky'

RE3P d hyeltogersyr 1@&edtkybér whi ch is sel ected froma group

KEAR She tﬂsmﬂtogéth&' dnfl Q@R nciuSiy 9P e %ﬂl@gé“étf)ﬁ’l to wﬁnZI:l- tHe§ are bound form a
hdro‘if%b" Iﬁ%n nitro, cyano, trifluoronethyl

1- 4E2GRINAY '“1“’ al koxy, am no, mono- or di-

Het4 & aa8-ko/T- amnh@red setut@edhdterbayclic ph@xnylbajmrrmlsmg one nitrogen atom, to
viich e mqwt AlibBighd, %ﬁ%ﬂéﬂa Eﬂ&ﬁﬁrﬁ?)ﬁ]é&éroat&ﬂ%é]é)éfédfromagroup

ar

chsg%Bg(d n%rogr%? g)fyﬁtil r%d g@flg;lr gxziloptlgrlle‘jY %’st Al&edal?y%s)w’on gpglq nitrogen atom,
"1WfZlQT,1 aI koxy- 2- 4C- al koxy, 1-4C- al koxy-1-4C-al kyl,
Ffjb‘_ﬂgi OKIC- ley%@m /a1 iyl BAACRGcidalid SR B Ay, hyBRRRL2-4Cklkyl, 1-4C-a|koxy—2—

i -1 A sTolsys N
e
whi @w'na#lw' i s phenyl or R711-substituted phenyl in
FWhI @ pHe, 1HétE RTal HrgRnR7 2 afdlorartdgydubstiflited Ghayk ®7Y- andiof RP5-substituted

n R Zor ! . al koxy or
skt e R ainbyBalin el Ot o
Heiy i %m?ﬂi’lcﬁj%?f fusi grl@[cgq §<t/9|10 mepbeied, Bqtgﬁ@'ylﬁ?qlcal comprising one to three
1- 4 Getalokiomy, eachyaf mbich &rklacied frapn@grody consisting of nitrogen, oxygen and sulfur,

Fg"1 Js tﬂ’/g‘oﬂ}l iﬁﬂo&éﬁ Ao, cganéqnﬁlo}ﬁﬁ?é%s;la{@@ QM#&% 1@519&9' énﬁﬁb mono- or di-

car box or p
e, i B, SRRt Jglkorycarbony,
1- 46‘arad>>dyyl1—40 BaliBicnbrivloxyy2-4@-alkdoy xaryloxgFi-4C-alkyl, aryloxy, aryl-1-4C-alkoxy,

1- 4%}3’%&@- @@@Xlko@ﬁhé §1ke1<y4qc@dul§/vh o%xy- -4@:%11@% Ahdo-2-4C-
R8 L& 1-4C aI B‘é’ % 4 ﬁgy l
F@‘ino Oer%éﬁﬁa 2 Bﬂ% ox;be X—R&a ?f ﬂ'gg?mlpqpty fluorine-
V\/nl @Ubsmsled il-4Ctaikdxyoigeuhich 1- 4C- al kyl , _
all 4e pﬁla.l@pefrw% éubai.téﬂué pﬁaﬁ%h &ﬁcrfll k?/lkclar bonyl, R82 is
cl oal ky

LA e S S R

@ﬂemﬂalogem, MC{@N{I 1-4C-alkoxy or 1-4C-alkoxycarbonyl,

R73 is 1-4C-alkyl or 1-4C-alkoxy,

R74 is halogen, 1-4C-alkyl, frifluoromethyl, 1-4C-alkoxy, cyano, amino, mono- or di-1-4C-alkylamino,

1-4C-alkoxycarbonyl, morpholino, carboxyl, nitro, phenyl or phenyloxy,
R75 is 1-4C-alkyl or halogen,
R76 is halogen, hydroxyl, 1-4C-alkyl, 1-4C-alkoxy, carboxyl or 1-4C-alkoxycarbonyl,



R83 is hydrogen or 1-4C-al kyl, or R82 and R383 together
and with inclusion of the nitrogen atom to which they
wa@e@soaird, forma heterocyclic ring radical sSeCBHEP®A4/051307

fromthe group consisting of pyrrolidinyl,

pi peridinyl, norpholinyl or

N-(1-4C-al kyl ) - pi perazinyl, under the provisio, that,
when R5and R51 are both hydrogen, then R8 is other

t han phenyl, phenyl carbonyl or, -C(O-N(R82)R83, in
whi ch R82 is hydrogen, 1-4C-al ﬁy 3-7C-cycl oal kyl
rav?em@ambkm@ak&p al kyl. phenyl or

o2 i s P erErhnoi rORRERBL g Bmler ol arozmss. i

ni t Wbigen atom to which they are bound forma
Rt @/198M6dn, ¢-4CalRg, f-ﬁﬂalra@&-z&eelu@cdrad;ctmr&rb&@l group

R%QnSI E)%[ilro??%ﬂ {-ﬁ(?—%l;(yrl o!‘) Z&e] kgdoaﬁypbggr g?agx ){R,t @"nenﬂyolr phenyl-1-4C-
stelal-‘;‘ﬂi Soners, hydrat es and hydrates of the salts of
Rsbemya@mmds,amgﬁm invention further relates in a

I%% %%‘ gB?t?Ee%?eﬁ' ar\%ﬂﬁ B?ncﬁﬁ 93 of%e rrlt ! Ieﬁa%ﬁgm ]t? wglct?{%ﬁpgrg %Iund q‘grm a

hetsrasy e mg_rgdlqp@eéﬂctgg [frarﬁithe(group cgr@lsgmg(gf |pyrrohd|nyl plpendlnyl morpholinyl or
NL(1 HC-alyl-pippraZnd,C- al koxy, 3- 7C- cycl oal koxy,

3-7C-cycl oal kyl met hoxy, or conpletely or predoninantly
fluorine-substituted 1- 4C al koxy, with the provisio
uppRgiherRIoviso, 18 tri f 1 uoromet hoxy, R2 is hydrogen,

magm Ro1 atk-b8G-hgdrégerythenR3 | s hydrogen or 1-4C- al koxy,

rt Egotr%PfﬁauBﬁwoeﬂﬂ%@nﬁcgﬁbﬁwﬂbéf&%éﬁézﬂ%snﬂw%b{ in
B2 BB TR bR TG RO - LS, Bheryr phenyi1-4C-

benalsylri ng noiety in ortho-position to each other
ﬁsgg%tﬂp% JnQ:ﬁ"in4é-aﬁ< rml et eI y or predom nantl y

l%lﬁ &%88 {:1 Vt" éncblglﬂ%g tt?l k%)lg%g%gll?&))( }:/lech heygare bound I$1rm a
heletoaysliptngi redicphselasted fromh thetdnap cor@g;emsmf pyrfatidinyl, aiperidinyl, morpholinyl or
N1(121664||4WJp@g,ggh)@xy bridge and R3 is hydrogen, or Rl and

{ t
i S T B R R R Y
fluorine-substituted 1-2C-al kyI enedi oxy bridge and R3
i s hydrogen, R4 is hydrogen, fluorine, chlorine,

e 6 e S R, SO BBt i .

Whielr ogen, 1-4C-al kyl, 1-4C- al koxy- 2-4-al kyl or

Rli- 4G-halokat, 6ig6, ening| morfd4dr di-$-403akyiagme, 104C-dikyl G-4m-doxy-2-B5-alkoxy, 3-

' S ?é( %@&&E f; IYH %{}dld%ﬁylf?\%thax f"& c@nlnblwery oﬁ%’éddnﬁnéﬂyﬁugﬂ%@ubsututed 1-

4C-alkoxy,

with the provisio that R1 is not frifluoromethoxy,

R2 s hydrogen, halogen or 1-4C-alkoxy,

R3 is hydrogen or 1-4C-alkoxy, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together faorm a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge and R3 is hydrogen, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge and R3 is hydrogen,



R4 is hydrogen, fluorine, chlorine or 1-4C-al kyl, R4l

is hydrogen or 1-4C-alkyl, R5 is hydrogen, fluorine,
wazesoedikyl , trifluoronmethyl, cyclopropyl, cyaPOI/EP2004/051307

1- 4C al koxycarbo pyl or -CH2-O R511, in which R511 is

hydr ogen, 1-4C-al kyl, 1-4C- al koxy-2-4-al kyi or

1-4C- al kyl carbonyl, R51 is hydrogen or 1-4C-al kyl, or

R4 and R5 together forma 1-4C al kyl ene bridge and R4l

and R51 are both hydrogen, R6._s 1-6C al kyl, ami no,

fornyl, or 1-4Calkyl substitdted by R61, in which R61

R4S Js %@mxmamdooawme cardgoamyl, , trifluctémahyk OXyclopropyl, cyano, 1-4C-

hydr%%(l)arb(jﬁ'fg 411I\K1§8&ﬂ.) R612 in which R611 is

P cycl oal kyl or
AU SIS ITRE S I
F41 4 G- ryiidsydn,or o4CcREIL and R612 together and with

I#5nclI q%hrggb&oﬁuoflk%e% y_ﬂ@%}en atomto which they are bound

orm 'which Hetl is a 5- to
RE1 rishydiegan &5 AdGralived het er ocyclic ring radical
c€onprising one nitrogen atom to which R611 and R612

@reesqgh'rgﬁ%nr%qne erlngﬁna'l-hdalk ne further heteroatom

sel om a group consisting of nitrogen, oxygen
Rédd isdyfregan or Arg- aﬁ‘pﬁ'u onal 'y substituted by R613 on a
RS ndp hydrogeng uoriad, dC-alkgl, tuoedmeRy(l Sydopropyl Adgara, k#C-alkoxycarbonyl or

3- 7Cb,q:2y(§:hgﬁl h’,)@h,chs 7C cycl oal kyl - 1-4C-al kyI
r OX 4Ca I1 -A4C-al koxy-2- 4G i’:l XI
%‘ﬁﬁ 0&@; }ﬁlﬁ%?'k | -40—alkoxy-2 -4-alkyl or 1-40-a|ky carbdnyl,

Rid nés-hyddgenlor 4@Callkdgly | am no- 2- 4C-al kyl, fornyl, pyridyl
Pr pyri rridi nyl, R7 is phenyl, Het?2, R71 and/ or R72-

d/ ubst he
T Y M Y/ Wl T
RR7 7 isstfissalkt, .amine, foamhtoh §-4C-alkyl syitstitoted bleRE1, ingwhich
R N QC1yA- blﬁox?c!artfoHﬁ eéirdakﬁmaa%@ h@jr&-@r nmg@ﬁ bE(R611)R612, in which
0 e
R} & Rbi, 2Rl S TORRoaR P 2 Rept eIl 1 oup
Rﬁé?léﬁ'yﬂrpm Qﬁﬂ'4ﬁradkw'o@fen oxygen and suI fur, R71 is
draﬁambu {dgttRgedd with tilcRisio ¥EAO nittoherl 4torarte Wik ey are bound form a

%ﬂf’ﬁ'\/ﬁ” mlwhqfcg al koxy, am no, nono- or di-

1- 4C- al kyl sul phonyl am no,
"Jﬁ”y lissA - MWTOW?'I‘“B‘?W‘HB“UWF%IG&QCK@RWﬂa‘?ﬂi@?ﬂy‘?mp"é‘ag pRejtogen atom, to
vihicl 6@l kgl Reh2 are badndl mﬂyopﬁorﬂaﬂ} ah&fonher heteroatom selected from a group
?ﬁs{é&n‘?&%“ l?%r)czéeq @Xééﬂaa]nﬁ gl;.‘l(%l’ 9?19’ %&&fa}f)h%uéiﬁ%ec%gﬁ%gy? QFuyd nitrogen atom,
imyRigtoxy- 2- 4C- al koxy, ami no- 2- 4Cal koxy, mono-
RI13 is-1445-alkyk \B- 2Dt ynioalidy, 8T Carly bl aaliyl- 1-4;(E-alrlmmybletqei—90-ekyl 1-4C-alkoxy-2-

re [ u I
\th qe%kﬁaé}h hU 2—4’3%%] lﬂgrrﬁ) %ﬁ;tﬁl'ihgbag(gl?&ltnﬁtggd@ Agﬁ?éﬁ)rmﬁl rblyndyl or

ar
whi EYf‘ %’i i s hal ogen, 1-4C-alkyl, 1-4C-al koxy, nitro
RT  dsyroeoyl, R¥R2, iRy 1-aaidoy BTE- amd/drcga?arsjupﬂu;uteﬂmehyaIHZdrxgnd(or R75-substituted

1- 4Gl Jegxmgaarfmmgna/oﬁi’ﬁ sh@stnﬁeﬁ%ﬁtﬂ?ﬂn wWHichl- 4G al koxy,
|

I-% 2&' agrp&%lﬁ O c (Eyl&ﬁ% blcyg;ﬁq %% 10 meﬁlgere@ ﬁeteroaryl rXclldal comprising one to three

]]etq:@atannk,)elamnf mbich is selected from a group consisting of nitrogen, oxygen and sulfur,

R71 is hydroxyl, halogen, nitro, cyano, trifluoromethyl, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di-
1-4C-alkylamino, 1-4C-alkylsulphonylamino, arylsulphonylamino, 1-4C-alkoxycarbonyl,
carboxyl, 1-4C-alkylthio, aryloxy-2-4C-alkoxy, aryloxy-1-4C-alkyl, aryloxy, aryl-1-4C-alkaxy,
aryl, 1-4C-alkoxy-2-4C-alkoxy, 1-4C-alkoxy-1-4C-alkyl, hydroxy-2-4C-alkoxy, amino-2-4C-
alkoxy, mono- or di-1-4C-alkylamino-2-4C-alkoxy, or completely or predominantly fluorine-
substituted 1-4C-alkoxy, in which

aryl is phenyl or R711-substituted phenyl, in which

R711 is halogen, 1-4C-alkyl, 1-4C-alkoxy, nitro or cyano,



1- 4C al koxycar bonyl , norphol i no, carboxyl, nitro,
phenyl or phenyl oxy, R75 is 1-4C-al kyl or hal ogen, R76
w0 g008@bagen, hydroxyl, 1-4C-al kyl, 1-4C al koxyPCT/EP2004/051307

car boxyl or 1-4C-al koxycarbonyl, R77 is 1-4C-al kyl or
1-4C al koxy, R8 is 1-4Cal kyl, phenyl, 2-4C-alkinyl,
cyano, -CH2-0O R81, phenyl carbonyl, -C(O -NR82)R83 or
-C(O-0R9, in which R81 is hydrogen, 1-4C- al kyl,
1- 4C al koxy-2-4-al kyl or 1-4C.,al kyl carbonyl, R82 is
hydrogen, 1-4C-al kyl, 3-7C cy(Cl oal kyl,
F&27G§-h|a}pgéroal4@aikylli-4@aﬂtbﬁy)drr]:I-gphﬁﬁgybarm’nyl v

e 3 is hydrogen or 1-4C-al kyl, or
Fgg A é)lﬂglgajtﬁ/(%e% "and with inclusion of the _ _
l}?rtt llSd'@@ﬁerhﬂ ﬂﬁf Iothﬁrwﬂtyh é;ﬁcaﬂ"@% BYFAG aMfingy Mpre- or di-1-4C-alkylamino,
het emmkycarbbnyn ¢horphdling adarbeell, @itiogehefiyl omphiegoxgr oup

n ol i di nyl, piperidlnyl nor phol i nyl
I:57?’ %Mdﬂ%{l W?B%rigﬁ@eram nyl, RO is hydro%en or

0
Ribads h&lORfﬂ hVW'e Yipt-2ralkax, catbm o i{erlkpurarenks 1
RY7 e ishiedalky orfogfalkoxy,hen R8 i s ot her t han phenyl,

liéhe%'ﬁ,ﬂélgii’g&){%ngl Z%QKme Eﬁﬁa 50 ?f"%{ %B?nw 'd&o)’\ﬁ]‘(hﬁﬂRas or

3- 70y 8“8\" Beh 1 4C al kyI phenyl or
Rﬂ1emﬂydmgeﬁml4®-ylkyl R%alk&yﬁ%ehllwg@n@allq(lcé@ewl kyl, or

R882 iQhfdrdges 1-f9sikhes 7@k %ldé(lkylh 31769cgéi§d||8ﬂ1-@é-alkﬁephenyl or phenyl-1-4C-
mtr&gen atom to which they are bound, forma

het 8Bcyclic ring radi cal selected fromthe group
R88n & hedrogey oo f-4G\aikylodri di nyl , pi peri di nyl, norpholinyl
F&2 ahh késté}éa@r kad \hnmm«\cﬁﬁlbﬁéﬂ tﬁa/rl.trogamatomo wa.crlmé&@ lb&)ﬁh form a

0i soners,
rBBRelle iRl il LB A e & PPt P gty o
N-dr4@ratigrl)pinerazinfhi r d aspect (aspect c) of variant 1 to
RO MRyae§en®@k 1405l a 1, in which Rl is halogen, nitro,
am no, nono-ordi-1-4C-al kyl am no, 1-4C- al kyl,
hydr oxyl, 1-4C al koxy, 1-4Cal koxy~ 2-4C-al koxy,
UBUEYQGCPWIS@a‘Ithxy 3-7C-cycl oal kyl net hoxy, or
vheiRbat &5y aebomediedehteeit | y | uori ne- substi t ut ed

R’% 4@ ﬂ1 Efﬂéﬁ/pheﬁﬁ dﬁ%mﬂ:@ C?Q%n @} Nﬁ%ﬁ%ﬁu’( )’Olgg3 rfv§h|ch
RBi &t rqse'er%a'btbsW‘F Gyfloatsyle d¢H-cydonty! %@Me?heﬁﬂwﬁwpaew' -1-4G-
1- 2@mylkyl enedi oxy bridge, orR2 and R3 bound to the

,@gn;s 5&5& pphgta)kyll(g} ortho-position to each other

er for or pr edom nant |
%B‘i‘ ReAdoaatisg ?thmwggluTOQ@V%ﬂ Wg%@ﬂf‘dﬁ Va high %83@@'? beypd, fgrm a
hlatpmcwgenmg rédicabsalaced fram tterdrave corfsisth@- o bidliginyl, piperidinyl, morpholinyl or
146l ang&ycl opropyl, cyano,
;LJQ(H 42 %Hﬁjg??g?%}}ér?ﬁ or -CH2- O R41 1, in which

and to the salts, sterecisomers, hydrates and hydrates of the salts of these compounds.

The invention further relates in a third aspect (aspect c) of variant 1 to compounds of formula |, in

which

R1 is halogen, nitro, amino, mono- or di-1-4C-alkylamino, 1-4C-alkyl, hydroxyl, 1-4C-alkoxy, 1-4C-
alkoxy-2-4C-alkoxy, 3-7C-cycloalkoxy, 3-7C-cycloalkylmethoxy, or completely or predominantly
fluorine-substituted 1-4C-alkoxy,

R2 s halogen or 1-4C-alkoxy,

R3 is 1-4C-alkoxy, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge, or



R411 i s hydrogen, 1-4C-al kyl, 1-4C-al koxy-2-4-al kyl or
1-4C- al kyl carbonyl, R41 is hydrogen or 1-4C-alkyl, R5
w0 goolpaienen, fluorine or 1-4C-al kyl, R51 is hpdr/epmns/ 051307
or 1-4Calkyl, or R4 is hydrogen, fluorine, chlorine
or 1-4C-alkyl, R41 is hydrogen or 1-4C-alkyl, R5 is
hydr ogen, fluorine, 1-4Cal kyl, trifluoronethyl,
cycl opropyl, cyano, 1-4C al koxycarbonyl or
- CH2- O R511, in which R511 is jydrogen, 1-4C alkyl,
1- 4C al koxy- 2-4-al kyl or 1-4C7l kyl carbonyl, R51 is
Fepyahd (R3ebdura to theddenad rifig lImoiedy in %mlthEtoba@ﬁdtm togbthertoren a completely

1- 4‘8r &Lzé‘&hl iy f%ﬁr@%@b&ﬁﬁeﬁ% a’w%ngi? n{?febm h

'i“y %YQWB‘*“S ufyefing, ut’*é‘lf'“ﬁ'y 1F€@la'kyl nj"\ﬂﬁ'ﬂ'%"l‘Pﬂ%lcY‘%"P'°pY' cyano, 1-4C-
1- 4@H<a>tyk@uwlafrhrmmd) Ratiainbaiy! , 1-4C-al koxy, hydroxyl,

% gnl%?éi %ﬁ@ ?yzlfhyi@l&h@%lcg,%omdrogen

%417@@9@9%43;[3%@4(; al kyI R612 is hydrogen or
R5 4G tybiloyén, fluorind e 1 4Caati, R612 together and with

clidishl 114Beyqi trogen atomto which they are bound
I?%rr'r%@[jrgb% eal{}) in which Hetl is a 5- to

% menbered sat urat ed heterocyclic ring radical
Ro b hydiiopen, Buvena) ichlormgent-éC-alyl, t 0 whi ch R611 and R612

|@4’19|QQIHBQen<ﬁ‘ﬁ‘QC Myt i onally, one further heteroatom
elec ed froma gro consi st i of n|tr en

< bitpogen oo e oSt PiStmai e Bon) s T Sreanon o
ri ngChiurQﬂﬁybmvaidJm in which R613 is 1-4C al kyl,
ﬁm?%lﬁ/}d‘% éhahh&lalky|311@ambs&lzaﬁéulw$rﬂwéﬁzy%bﬂﬁurhyl

sq'-yérogre@ 025'1%5 aYk [ 1- 4C al koxy-2- 4C-al kyl,
afono- or di - 1- 4C- al kyl am no- 2- 4C-al kyl, fornyl, pyridyl
F&fa:jn/@%itdéetﬂlbmtn ? Ric bkylgHaenyde. anh‘lagﬁand%i -arcot Hytrofohe -

0 subs r

‘{ E)EI uatmlnéa ﬁer{\‘y%%%ﬂé%[&ﬁ stsﬁ éd &ya;gg{ %V\Awfch
W7Jssh{%glkqua&9nyiacﬁmown 4C| zﬂkowh |hﬁqﬁo%hgogeg o-N(RE611)R612, in which
RE2 N Gy Gilobeh, 0ACalkgIcs7Gepyvalkyl or $7¢-oychalkyrerivedigd
%ﬁ%g@g{o%énorrng%ﬂ&l (?ronprl sing one to three

which is sel ected froma ro
REdhand Rpiry tagether; 3nf 9 Anclugiy g fie afRoLipm o whiph They afe bound form 3
hy draicgl Heth &l vagedn, nitro, cyano, trifluor omet hyl ,

I‘?é’t’ﬂ% aatjff if&"}-meﬂ'nbé“g‘] @tdf&lé&’ het@geyafa nnd@@@al c&hHsing one nitrogen atom, to

am no,

AHIIRER SR S Snaeeiitabe 2R Htee g proctm gt rom a group
Cbnmgibfklydogén axygerr and ewifpr, 2ndl Gptianalpsupstituted by R613 on a ring nitrogen atom,
iRk xy- 1- 4Cal kyl , aryl oxy, aryl-1-4C al koxy, aryl,

%@aaso@#‘ G B o o R AR b, 1 o2
- BCARylaarkingd-ZC ratkyl2mar©- ai d&ﬁv&?;almlammg{ﬁﬂicea"@l, fprroyl, pyridyl or

pr egoimidait |y fluorinesubstituted

R7 is phenyl, Het2, R71- and/or R72- and/or R73-substituted phenyl, R74- and/or R75-substituted
Het2, naphthyl, or R76- and/or R77-substituted naphthyl, in which

Het2 is a monocyclic or fused bicyclic 5 to 10-membered heteroaryl radical comprising one to three
heteroatoms, each of which is selected from a group consisting of nitroegen, oxygen and sulfur,

R71 is hydroxyl, halogen, nitro, cyano, trifluoromethyl, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di-
1-4C-alkylamino, 1-4C-alkylsulphonylamino, arylsulphonylamino, 1-4G-alkoxycarbonyl,
carboxyl, 1-4C-alkylthio, aryloxy-2-4C-alkoxy, aryloxy-1-4C-alkyl, aryloxy, aryl-1-4C-alkoxy,
aryl, 1-4C-alkoxy-2-4C-alkoxy, 1-4C-alkoxy-1-4C-alkyl, hydroxy-2-4C-alkoxy, amino-2-4C-
alkoxy, mono- or di-1-4C-alkylamino-2-4C-alkoxy, or completely or predominantly fluorine-
substituted 1-4C-alkoxy, in which



1- 4C al koxy, in whicharyl is phenyl or

R711-substituted phenyl, in which R711 is hal ogen,
wdaz20080ad1ky | , 1-4C-al koxy, nitro orcyano, R72 iBCT/EP2004/051307
hal ogen, 1-4C-al kyl, 1-4C-al koxy or

1- 4C al koxycarbonyl, R73 is 1-4C-al kyl or 1-4C- al koxy,

R74 is hal ogen, 1-4C-al kyl, trifluoronethyl,

1- 4C- al koxy, cyano, am no, nono-ordi-1-4C-al kyl am no,

1- 4C- al koxycar bonyl , norpholing, carboxyl, nitro,

phenyl or phenyl oxy, R75 is 1-4C-al kyl or hal ogen, R76

dand eephegyeor, R y-ditstityted phendGn ahikty| ,  1- 4C- al koxy,

R77 1- 4C- al kyl
A BN B NGO ny! S aC Atk myl
Pc?y?ar'ﬁﬁa'ogeﬂﬂi-%%'ﬂ-mﬁﬁ@wl%éﬁﬁ@l‘fwcaf W) - N(R82) R83 or
R7G( @ +40R8kyl binl-#dralkdxy, R81 i s hydrogen, 1-4C-al kyl,

X ;3%0@&6 93%-4% éﬁgﬂ( h‘?/olrongért%1 fh@ a@! k)f/ b@aﬁ!ﬁ kéﬂmél morB8 gr dl %—40-alkylam|no,

3-7 og%qamrpyl pomolglpw[box%wgrﬁwhew or phenyloxy,
RYISerIgAAd:allﬂgﬂIaﬂHa}oben R83 i s hydrogen or 1-4C-al kyl, or

FB%Z b &R ﬁyéragreﬁ he! 'akﬁnmc\ﬁﬁguk&y' c%ﬁ:'okﬁbrolnﬂf)glk&xp&rbonyl

itrogen ato y are bound,

'Wet & i@/@'l“f‘&n}(‘?’%@’k?’%dl cal selected from t he gr oup
ReEonss s4G-algyl.ahenyy exOtaldtiygyano, poibe®-ReH, ményloarbonyh 63 (DRN(RE2)RES or

or N;@;_oﬁg‘, ,ﬁn{,vmﬂ) pi perazinyl , R9 is hydrogen or
[k t hat , dand R51
it Buprten b gbH, - RrakbR s a1l dnkAS ey
Rz e sy hysteagiem n1AC-alkyl( BYCaifaRBIKYIRSI CaycloalByic)-4@RIBYL. phenyitvr avenyl-1-4C-
R82 ik, hydr ogen 1-4C-al kyl, 3-7C-cycl oal kyl,

7C— cI oaI ilk I4C— al kyl , phenyl or
rfg%{'(?éllé Ta V)3 is hydr ogen or 1-4C-al kyl, or
sz:h REB Rgsher egiewhlencluanm oftha mitrdgar flomi to whigh theyare bound, form a

Héte?dc%@fhgﬂ‘bd)éﬁl sdiddtedfrbmthe JAGUp carisstifdf Prolidiiy, [Bipdridinyl, morpholinyl or

i r| ng radi cal selected fromthe group
c@nsn g@sﬁ" e'%fz' yrrolidinyl, piperidinyl, norpholinyl

p@f(yimmoarlﬁ fajky'pl per azi nyI and RO is 1-4C-al kyl,
and to the salts, stereoisoners, hydrates and hydrates
t f these conmpounds. The invention further
U%T'r %r&ll?slf‘(]) @a ourth asEect (aspect d) of variant 1 to

%ﬁﬁéﬂﬁ&s‘“éfabﬂ?}m?%"i ®¥ n which RL is hal ogen, nitro,
R8mi rIEnthMampheoylpbheﬂylo&ﬂiomh k@(CaM(RB2)R8B-0A-C(@)-BIy9, jn which

Iiwdrsoﬁ)\@rogerl 4—& Qllk)hoéyc cy]do%ﬁal I(%Qéycyclgah Pr@c': KIQ%yphenyl or phenyl-1-4C-

-7C cyc oal koxy, 3-7C-cycl oal kyl et hoxy, or
corrﬁl tely or predom nantly fluorine-substituted
RBM@'HUMWHRQ@H@I ¢érydr ogen, hal ogen or 1-4C- al koxy,

H83 ah@ REVEE SR Qn&ﬁlth]rncﬂlgoﬁbﬁ@‘dftrog@ﬁ Bgm Ab AhiPthbPate go&nﬁ form a
hegbogﬁigﬁr?gfrraqleﬁg%elec egterm the group consps?ng of pyrrollémyl plpeﬁdmy‘i morpholmyl or
N-(1-4C-alkyl)-piperazinyl, and
R9 is 1-4C-alkyl,

and to the salts, stereocisomers, hydrates and hydrates of the salts of these compounds.

The invention further relates in a fourth aspect (aspect d) of variant 1 to compounds of formula |, in

which

R1 is halogen, nitro, amino, mono- or di-1-4C-alkylamino, 1-4C-alkyl, hydroxyl, 1-4C-alkoxy, 1-4C-
alkoxy-2-4C-alkoxy, 3-7C-cycloalkoxy, 3-7C-cycloalkylmethoxy, or completely or predominantly
fluorine-substituted 1-4C-alkoxy,

R2 s hydrogen, halogen or 1-4C-alkoxy,

R3 s hydrogen or 1-4C-alkoxy, or



1- 2C al kyl enedi oxy bridge, or R2 and R3 bound to the
benzo ring noiety in ortho-position to each ot her
wo ogseobsar f orm a conpl etely or predom nantly PCT/EP2004/051307
fluorine-substituted 1-2C- al kyl enedi oxy bridge, or Rl
and R2 bound to the benzo ring noiety in
ortho-position to each other together forma
1- 2C al kyl enedi oxy bridge and R3 is hydrogen, or Rl
and R2 bound to the benzo ring,noiety in
ortho-position to each other together forma
R4 IR3thelngd tothe péred @ing maiet inyorthd-pasttivm-eachstihidr tagetael form a

1- 2(.}2@41 |ﬁ€$&?ggﬁ§ kH:’[I dge and R3 is hydrogen, R4 is

fl uorlne, 4C- al trifluoromethyl,
%Qﬁ'q &ﬁrbﬁ |to the 9% rlngl_mgrl@y iy qggg( |plbt?rﬁgph Qfper together form a completely
CH23r e dddirdantly ﬂmoﬂdu—mbstnwr-a(rsalltygedédm@ bridgé;- & C- al kyl ,

?o'@lbg%% l%e éerﬂl) F{d rlnaétﬁ;l'n ﬁésﬁl}ﬁll E)aé'agp r'toggtﬂér fj)rﬁl a

en or - rogen, UOTI ne or
%@'le“eq’@u‘i b"'d§e ﬁ%’?%‘@ QYP’?ﬂe“ fr 4C- a kyI or R4 is
Rﬁyaiﬁme)nundftd) the bénxe ringinbiety innﬁh@posiheuﬂ@-eabﬂ(gther tdgétberi fgrm a completely
hydrgp an@r'ian fﬂlgrlr@ Jﬁlgtltutelaq -2CSa"tyleHéHldXV Bridge afldRMshydrogen,

& e i o%ﬁﬁﬁﬂy Sy BhagmesnfSiiopropyl ovape. d Crglipryoptgonyi o

hydr—@g,f@rRMn- h@highkyl , 1-4C- al koxy- 2-4-al kyl or

[ 4. | kyl
ﬁ‘*’”‘%?"“&%‘*“cm‘é“‘y'r‘?‘??“é?’*f“%‘ﬁ?%ﬁ e Me and Ra1

img‘?"emgé%; &/drogen R6 is 1-6C al kyl, amino,
R50r|ﬂ/hydr09¢n fluani@ erl 1kd@taliylibst i t ut ed by R61, in which R61

RS Jelrogdidrveanigonyl , carboxyl, 1-4C al koxy,
hydroxyl hal ogen or -N(R611) R612 in which R611 is

%e/drogen 1-4C al kyl, 3-7C-cycl oal kyl or
7 & hygepenafiyeyine, ghlw@earkw-alkmslz i s hydrogen or

R4 Gs t§liteydn or @acRidil and R612 together and with

F%glc llsufﬁl S ?-]:10 amﬁb’t{lq}oro?r%%&ha;cﬁw}_é@ ]_c%}]'oqhé gﬁ%ﬁg{%rgong%"j Qﬁi-lp_-o R511,

orm a radi cal
7- mh¥idhed saturated heterocyclic ring radical
Rmnrmriyﬂrio@@ 0AC-alilf T-0CaIRoxg20Malkyt @ 1\WT-AityicRbadyl,and R612

QR,H@Q? nA9cd Fl onal 'y, one further heteroatom
se ected froma g oup consisting of nitrogen, oxygen

@nd sulfur, and optionally substituted by R613 on a
R4 ang RSitdgethgle’mnﬁd b#G-akylenatbridde aRb R31 arel R51 4fe-tkHhytirogen,

Rb /Ge FU@QIWI"MAO’ fon?l‘nyTGr eMelralshstifutba WR@J Ii?%l/hlch

%dr OX%) -ake x%%pp}/l carb]éxyl;r 1—40|-alkox9/ hydroxA{lI halogex of -N(R611)R612, in which

Rfd h ds hyddgen] 1-4CaliIk3 T Gnjclvalk ofE7GrbycioblkylfetOmaityl. pyr i dyl

Fb12 My bl IR Ylac-alkyl, or

R611 and R612 together and with inclusion of the nitrogen atom to which they are bound form a
radical Het1, in which

Hetl is a 5- to 7-membered saturated heterocyclic ring radical comprising one nitrogen atom, to
which R611 and R612 are bound, and, optionally, one further heteroatom selected from a group
consisting of nitrogen, oxygen and sulfur, and optionally substituted by R613 on a ring nitrogen
atom, in which

R613 is 1-4C-alkyl, 3-7C-cycloalkyl, 3-7C-cycloalkyl-1-4C-alkyl, hydroxy-2-4C-alkyl, 1-4C-alkoxy-2-
4C-alkyl, amino-2-4C-alkyl, mono- or di-1-4C-alkylamino-2-4C-alkyl, formyl, pyridyl or
pyrimidinyl,

R7 is phenyl, Het2, R71- andfor R72- and/or R73-substituted phenyl R74- and/or R75-substituted
Het2, or naphthyl, or R76- and/or R77-substituted naphthyl, in which

Het2 is a monocyclic or fused bicyclic 5 to 10-membered heteroaryl radical comprising one to three
heteroatoms, each of which is selected from a group consisting of nitrogen, oxygen and sulfur,



R7 is phenyl, Het2, R71- and/or R72- and/or

R73-substi tuted phenyl, R74- and/or R75-substituted
woiea02/0033e9 napht hyl , or R76- and/or R77-substi t BCBEP2004/051307

naphthyl, in which Het2 is a nonocyclic or fused

bicyclic 5 to 10-nmenbered heteroaryl radical

conprising one to three heteroatons, each of which is

selected froma group consisting of nitrogen, oxygen

and sul fur, R71 i s hydroxyl, h? ogen nitro, cyano,

trifluoronethyl, 1-4C alkyl, 4C- al koxy, am no, nono-

RN @ihydrdxyl} halédekyittortyafo, triftudromathityil-4a+hiphama-AKexii @mino, mono- or di-

ar y Eﬁ&' E(Q?I?Iﬁ!) aﬂﬂd‘ﬁlﬁlsﬁlpﬁ&&@h@g %&E Rgrmélrmnocﬁﬁg gﬂ%!ycarbonyl

ar y Pskgin 1-4@alkyiieip) aW'@?WM@‘kOX&@WQX!'%@‘aHWk By aylyt-4C-alkoxy,
1- 4Gyl UOXiKexR-204C-alkdx@ Xy4AC-dlkok{1 - Al katkgly hylirodi2-atlagbxy, amino-2-4C-
hyd%@ﬁ% rgcinéq?rﬁl kﬂé¥l§yl%@h&?-48—a gﬂ) w%ﬁp@%’?re%mmantly fluorine-

or co

pr eﬁ‘&%ﬁ"ﬁ%‘t'ﬂ?’a*‘i”ﬂdf‘ WHE% ubst i t ut ed 1-4C al koxy, in
anhi &ipheyldr R7 $1-pibstitytéd penyRildhidubst i t ut ed phenyl, in

R*Wi féhnalﬁﬁekh-hé—alﬂﬂl ’ﬁﬂfﬁ‘lkox} n‘kg_d?‘ré@ﬁ{) 1-4C al koxy, nitro

I 1 4C- al koxy or
72 4 EPaRE | AP TG Sk or 16 UGS o 10 4G ! Koxy.
RR3 4 isi 1sAChaiitybg e piC-dlkoy- al kyl , trifl uoronet hyl,

R]i’Zl HerlobNV.ac Sk qﬁﬂuoﬂnﬁieﬁ@b 1-11@ %Roxyoéyano amlno npti)riooorldh '(l) -4C-alkylamino,

o BB, PORERDs. capoBhaN b Ve
RY5 4@-1aAGayityl @halbgdnogen, R76 i s hal ogen, hydr oxyI
64§‘h§i0€éﬁ| hydfox (:1'—436 KI@FYIACCQI(&Q)E:Wbm@'r or 1-4C-alkoxycarbonyl,

%54,31‘31? aj@/(ga[r or% R77 is 1-4C-al'kyl or 1-4C- al koxy,

enyl 2-4C-al ki nyl, cyano,
RSCHiz-1E3CRak!, p'pﬁmmln%@aikbﬁrgvano ORI N&Z‘)’lﬂsmnmlr-C(O) -N(R82)R83 or
- C( Qo PR9, id whisthi ch R81 is hydrogen, 1-4C alkyl,

q]{u A hadrﬁg%’éngténg?' l—(t‘?é-allgpx%éA ﬁgl‘%r %M{g%ﬁm OB, R82 i s
R§2 7@_ I@yg@ggaﬂkdsﬂ-allyj m%pwmkyl pﬁ-@ﬁ-}gzyclqgﬂ(yl 1-4C-alkyl, phenyl or phenyi-1-4C-
pheayyl- 1- 4Cal kyl , R83 is hydrogen or 1-4C-al kyl, or

nggzlsq] &jmdgﬁ%r{gg_?w] and with inclusion of the

ich they are bound, form
Fﬁa@@q egeirer gndpygh ingipien" hexytgen o, rte)wh'fm'éesg% Byind, form a
heterosychd ring gadichl galetted froral the\graup poraBtingctf pyrtolidiniy) piplridinyh yiorpholinyl or

,\p(q_%L ,%r?(ﬂ-%rgiuﬁyl) pi perazinyl, R9 is hydrogen or ‘

der the provisio, that, when R5and R51
Rer e'stf‘éﬂ‘iri’f?eﬂ)‘?m%@éﬁy' then R8 is other than phenyl
phenyl car bonyl , C(O) N(R82) R83 or -C(O-0R9, in which
umtﬂe%}%gr Qgen 1 4C al kyl, 3-7C-cycl oal kyl,
71C 4C- I kyl , phenyl or
"“g X%5ﬁ F{;bpydrcﬁg@ hed” hvdrogen or 1-4C al kyl, or
RR82 lsaotmr RBphead ehérylcarhonyl, vE(ORN(RSEIRES POL(QFOR% i which
Rabt rsot%i&géﬁ Quc-411, vmr@tycrobw 87 €-cRYAIRA.1-4CKIKD, Sphenyl or phenyl-1-4C-
hetekgcyc ic ring radical selected fromthe group
con8t i ng of pyrrolidinyl, piperidinyl, norpholinyl
R§p IghydrogeConl-#Gralkvlmirper azi nyI , and
R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
heterocyclic ring radical selected from the group consisting of pyrrolidinyl, piperidinyl, morpholinyl or
N-(1-4C-alkyl)-piperazinyl, and
RO is1-4C-alkyl,
and to the salts, sterecisomers, hydrates and hydrates of the salts of these compounds.

The invention further relates in a fifth aspect (aspect e) of variant 1 to compounds of formula |,



RO is 1-4Calkyl, and to the salts, stereoisoners,

hydrates and hydrates of the salts of these conpounds.
wab@siesaent i on further relates in a fifth aspeRCT/EP2004/051307

(aspect e) of variant 1 to conpounds of formula I,in

which Rl is hal ogen, nitro, am no, nono-

ordi - 1- 4C-al kyl am no, 1-4C-al kyl, hydroxyl,

1- 4C- al koxy, 1-4Cal koxy- 2-4C- al koxy,

3-7C-cycl oal koxy, 3-7C cycl oaljgyl met hoxy, or

conpletely or predom nantly fluorine-substituted

ihwhich al koxy, R2 is hydrogen, hal ogen or 1-4C- al koxy,

181'3 ':§hJB@‘éﬁ Qﬂl%narﬂﬁo, Jmoﬁ?o?b klo alky%'inu821 ﬂ@%kgﬁné}ar%ﬁﬂdl tﬁpalkoxy 1-4C-

é? Zo rin in o-positiont
t og et REF> #5pkea. 317%&0@%%%69 Bielpalrinelery. G competelyer preglominantly
bourfidorine-stitséituted n-21G-alkioryg Noi ety in ortho-position to

@@chs RldRgén, ;,Qgg%lggsq_‘“f; gﬁ( ma conpletely or predomn nantly
| uari'ne-subst’ t ut ed 2 al kyl enedi oxy bridge, or Rl

I3‘°hd Tydpgey 1rG-aleyy. Bénzo ring moiety in
E\? arhﬂ(R3[bosnctto the berzoaing imoiety Iirmrtho-pwt)h &reablootherdogether form a 1-2C-

GRdyKNd R ghdgé(y,rbrl dge and R3 is hydrogen, or Rl and
in ortho-position t

t
@%%W%%Hg'}d o g erraring b SorprdeRIeaEh oorauBiseHaL 4 et
f | uor predongnengy ﬂmum@@bﬂnmm&ykmmirm)bydder ordge and R3

Rﬁar’(dmrbgﬁﬁﬂm th@ﬁerﬁz% nhé’ Ribi ‘i?fbrthé béiioh Rfoactt Sth&@tdgBer form a 1-2C-

1- 4C triflu cycl opropyl, cyano,
1- 465‘1" &??E%\WS% d ‘(‘i‘F‘%e’b R41 1, in which R411 is
IﬁW\d@g@nundp Hpe;bgnzpymg mg_lem{g.caqu-m@}tmg totsagh &thér tagether form a completely

1 4Gr ﬁekdfﬁlﬁa?nﬂ)blrlﬁﬁrle-su%@utédsi i@zﬂwsd?o bridge4fd RS I@hwrod%ﬁ
U
&8 WHRREST nond ShifHe, Lhc.dicd i %r°*ﬁmbﬁvﬁﬂlg°pvk£%¥a&f’1 K-

or Flkﬁm;@%fPWIO" -Ghp10- Ré“hyﬂd\lh@@en or 1-4C-alkyl, R5 is
R driiganger, huora|k9|e1-4¢améc3qazl~4<a«| K kyl ort1t4€‘ éllb}?l;bﬁbﬁiﬁiﬁ hyl :
1- 4C- al koxycar bonyl or
FQ%%%@%JOM(%%l ch R511 is hydrogen, 1-4C-alkyl,
RS 468 '%‘(F'I?S‘?{‘yh@"ﬂe 142l 1- 4C- al kyl carbonyl, R51 is
RB1driggydageror 1-48Glal, Kyl , or R4 and R5 toget her form a
0]. 4C- al kyl ene bri dge and R41 and R51 are both
dro R6 is 1-6Cal kyl, am no, fornyl, or

'%F’I??‘F” dyeries. chionegr C%’i in which R61 is

Hﬂ-M@thiﬂogemaﬂBwkyl,, car boxyl, 1-4C-al koxy, hydroxyl,

Rl %ﬁﬂrd@[en ﬁ@l 1)485&?!@[’ trlﬂﬂor@ﬁmc-‘:tﬁsj1 H0ddropy® DU 9% Mhikoxycarbonyl o
cycl oal kyl or

-4C
7% %%QI l? 'CT AC-al kyl, R612 is hydrogen or
Iisﬂﬂ@ryﬂﬂag@ 1—@®-alkyl 1-4C- alkoxy-2-4-alkyl or 1-4C-alkylcarbonyl,

R51 is hydrogen or 1-4C-alkyl,

or

R4 and RS together form a 1-4C-alkylene bridge and R41 and R51 are both hydrogen,

R6 is 1-6C-alkyl, amino, formyl, or 1-4C-alkyl substituted by R61, in which

R61 is 1-4C-alkoxycarbonyl, carboxyl, 1-4C-alkoxy, hydroxyl, halogen or -N(R611)R612, in which

R611 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl or 3-7C-cycloalkyl-1-4C-alkyl,

R612 is hydrogen or 1-4C-alkyl, or

R611 and R612 together and with inclusion of the nitrogen atom to which they are bound form a
radical Het1, in which

Het1 is a 5- to 7-membered saturated heterocyclic ring radical comprising one nitrogen atom, to

which R611 and R612 are bound, and, optionally, one further heteroatom selected from a group

consisting of nitrogen, oxygen and sulfur, and optionally substituted by R613 on a ring nitrogen atom,

in which



R611 and R612 together and with inclusion of the

nitrogen atomto which they are bound form a radi cal
woed03/00319 whi ch Het1l is a 5- to 7-nmenbered satRPCEHERH04/051307

heterocyclic ring radical conprising one nitrogen

atom to which R611 and R612 are bound, and,

optionally, one further heteroatom selected froma

group consisting of nitrogen, oxygen and sul fur, and

optionally substituted by R61_§79n a ring nitrogen

atom in whichR613 is 1-4C-al kyl, 3-7C-cycloal kyl,

1T G—M@élmlb’l&iﬂ-cy&ledhfﬁ, alMWyclodnydT—w-wkﬁ,-hQﬁlcn@LZ%-alkyl, 1-4C-alkoxy-2-

1-4 0XV:= , i Ne-R4C .

ronc il SRR GA Bera GRS 2ty o vy

or BYIM4Mdi nyl, R7 is phenyl, Het2, R71- and/or R72-

RN d fsopheT, 3Hetd )| IRF 14 dndoeRl7 P aadiyrl R7 3i8diktituta gphatyl, R74- and/or R75-substituted

R75 Lyt 76- d/ or

77 AP & 476 o Rl G Ry T

Heteh W(pqoeychﬁ or{@g%gcyﬁpcc‘%,te [1p-membergd heterparprdicalyromprising one fo three

het éstoraatyins,reach of vhiclt s Rfledtsd frogh aogreuptcondidtingef nitrogen, oxygen and sulfur,

fgt gf@%mgl?%fzmtr&t:yém,i thldclomeRf! ﬁ%-gﬁl,f LAY 1R0xP D, mono- or di-

consi st nlg ( nltr%%en oxygen anl'{ij sultur, R/1'1s
iy AR AR BRI ot lPRUPhes Vit sy e it frdE i carbony.
1- 4Carbdxyly -AC—IZaH(xllfﬁioahrkloxyyz-Maﬂkm,, arykmnﬂ-40@1ldl, aryloxy, aryl-1-4C-alkoxy,
1- AGrph oy LABkyIR4C-dikdh RAK Mk RBYI, RARFXP-2-4C-alkoxy, amino-2-4C-
aryl iul phonyl ar - 4C %I oxycar bonyl, * car ngn){, , .
1- 46_ %ykry?r{oh?r ’1—1-28-)?|k erl_n%-_-zf, :aﬁ%l)kyo%p’on%lefely or predominantly fluorine-
ar y sehsijtuted 1@C-alkyi inwaich | oxy, aryl - 1- 4C- al koxy, aryl,

A abyPorrr 21-4BsibikPpnsnyl dn dffcral koxy- 1- 4C al kyl
%prqﬁg rk'g&ff -ahﬂlﬁg Y Iﬁm'n%o- 2- 4Cal koxy, nono- or

i- F- 2%9%“’ k'g?'g hfu-%? SV EX P8 conpl etel y or
RIR e isdaiogem 1 1G-alkylu bA¢-alkewios 1 #E-aketcarbapgt: al koxy, in
R @ -f0-atkyl brsi-4u@keny, or R711-substituted phenyl, in

[ 711, | agen -A4C-al kyl . 1-4C-al koxy, nitr .
8" Ehaldich 1345 <G QRRRmet Tfialiny, o G b ol 148 attamin,
1- ACAGIAeRgEReYb ApIPholRg.Fatbaxyl nirg; pRERY Pr PHENYIXM.C~al koxy,
RREB 4 id 1s4dakyogramlogel; 4C-al kyl , trifl uoronet hyl,

4C- ' - i - - | am no,
I e g IR e e el
RiReifyr4Goly] Wérﬂﬂ‘%&g’ﬁ’- R75 is 1-4C-al kyl or hal ogen, R76
R8s msahbgef), hydroxyl, 1-4C-al kyl, 1-4C- al koxy,

=4C al YA =4 or

o Bt VA BB o RESal o ol
stereoi soners, hydrates and hydrates of the salts of
t hese conpounds. 1-4C Al kyl represents a

1%@%}’%@&?%&@ d’kltzrgight%ég‘ Gltmlﬁe?n gﬁéd‘éﬂyl @ ﬁéﬂnlg 2 ﬁcy g eg?(in e%t(ﬁns"’ Examples
Bib v v St CRRR, AT seb b BrAFRok BPeHlyoprony and preferaly

thesalipt apgyetiyvhrddigaisef er abl y t he et hyl and net hyl
radicals. 2-4C Al kyl represents a straight-chain or

2b1camne presanteyd straighitichidih ofRaticR@! alkylradidhl Raving 2o :laba?m‘n atoms. Examples
j t .

oFEATR 67t B TR0, R B oy g prory

therelipbipdedly the et hyl radical .

1-6C-Alkyl represents a straight-chain or branched alkyl radical having 1 to 6 carbon atoms. Examples
which may be mentioned are the hexyl, isohexyl (4-methylpentyl), neohexyl (3,3-dimethylbutyl),
pentyl, isopentyl (3-methylbutyl), neopentyl (2,2-dimethylpropyl), butyl, isobutyl, sec-butyl, tert-buiyl,
propyl, isopropyl, ethyl or methyl radicals.

1-4C-Alkoxy represents radicals which, in addition to the oxygen atom, contain a straight-chain or
branched alkyl radical having 1 to 4 carbon atoms. Examples which may be mentioned are the butoxy,



1-6C Al kyl represents a straight-chain or branched
al kyl radical having 1 to 6 carbon atons. Exanples
wabioskoareyy be mentioned are the hexyl, i sohexyPCI/EP2004/051307

(4- et hyl pentyl ), neohexyl (3, 3-dinethylbutyl),
pentyl, isopentyl (3-nethylbutyl), neopentyl
(2, 2-di nmet hyl propyl), butyl, isobutyl, sec-butyl,
tert-butyl, propyl, isopropyl, ethyl or methyl
radi cal s. 1-4C Al koxy represenjss radi cal s which, in
addition to the oxygen atom contain a straight-chain
isobuioxya Setbmitbx tdtyButax@ Grapadty, iBepvdpdgy ahd pfefetabhathd ethoxg afdBethoxy
%%éﬁyles whi ch nay be nentioned are the

ut oxy, i sobut oxy, sec-butoxy, tert-butoxy, propoxy,

| SO OXy an referably the ethoxy_ and net hox . i
{REREERE sttt REHF R i fertia MR Sl Ao gebiaRye surioht chpin or
kaatghed ady! redical heeving Ul 16 4 carldncatomsc Braimglen whicls theyabeginénticrresliare the

&yithb anchesedlitklradi@dl cal having 1 to 4 carbon atons.
Exanpl es whi ch nay be nentioned are the ethylthio and

the nmethylthio radicals. 2-4C Al koxy represents

2oy seprgsenti radicals which, ini additiando thia @xyary gem, ntaima straight-chain or

tﬁ%ﬁﬁj eﬂk% ﬂ'ta&&&g'r ﬁéc\ﬂ?tzgﬁ b g%rgbﬁongkg%%g whllck by Séﬂélgigﬁed are the butoxy,
havi i | !
REHeRored Bt P o Bef T merr sy PrLe T Blg Pl

tert-butoxy, propoxy, isopropoxy and preferably the
SItoygrajkaxyirepypsents 92%9(99’51”@ a®R! lops sy dapentylgxy. cyclohexyloxy and cyclo-
fepigloryp viopich @yaloprapylotypdidiblytyoxy andgyelbegmesuiy bre pkeferred.

cycl ohexyl oxy and cycl oheptyl oxy, of which

EHECAIIaRR Y fraknts Epefol @b,ru,tcyénamm ByibpEnit] QBSTRIN bR claikeBtyl, of which
y&eﬁerLedoban7C>§§k °?|§¥| i%gresents cycl opropyl,

LB PXF(OPU\ 20 SIoPRTDH 3™ RIS exy| and cycl ohept yl

of which cycl opropyl, cyclobutyl and cycl opentyl are
PretaidakpmeBoxd Fefryseht ajdophopRinbasy, dyapsusiRdlhdxy, cyclopentylmethoxy,
c&é%l{e%ﬁ@%ﬁ%ly %(ﬁ ?Ygl)é%ptygriieg}:'nog(ﬁ é?(%r:n% ! H%)ir%/}jy%e&oxy, cyclobutylmethoxy and
Yenephiesthoriase prgfelfed-of whi ch cycl opr opyl net hoxy,

cycl obut yl net hoxy and cycl opentyl met hoxy are
PreCwiaalisyl-1-48-AK €presants| doy bf-tie dbGvanhdotidned dgCetkgimadicatsnehich is

Sk 01O g 8 bl
e S RO R YA 18 YRR BLA oy recicls.

menti oned are the cycl opropyl methyl, the

AsyremBal 9T erpteyna NG SuiRTMSH dAP ok JAr eramAles e 2 s3-penta-
floombibiixe |the méluploeitieny) than Pyriflibrogthexpdn paHisital the t A, 2-tetrafluoroethoxy,
1 555 Bligition 3 (BTN Dol D8 orfeehy g icrmepiog pdogt pay e
rq_gng?rggt“ﬁefiq)rmmr@gtlrh@ﬁ)g;?nnieﬁmﬁ meansdhat morethan half of the hydrogen atoms of the

114CLalihxP reldiedls afelreptacedbyfineine atdns. 2, 2, 2-tri f | uor oet hoxy,
the trifluoronethoxy and preferably the

1946—)\“&3(5'{2%%“(;6@’ rebr@éﬁtn%?ﬂné of R/ adéteerﬁ%ﬁénie@ Q-Q@Ealko%(y radicals, which is
r.edomi nan In this conoection, s that nore .
ety PR e Pt P e iR a5 myeS igRgy be mentoned
arglhe galethogiethoxye Blethoxethoy antl the 2iiseeropexyatioxy radicals.

1- 4C Al koxy- 2- 4C-al koxy represents one of the

TadToAkaxp 2i4Cagreestisahk abtlye abadin@aiiched MIC-Glkyliradicals, which is

s? %ﬁgﬁl{e'd 'bg Bﬁe%f ﬁ%pﬁgé\%m\%ﬁtfoh%el ﬁ@g&g?ﬁ*&@r@gmaléé &I?Llﬁ% mentioned

I cal \ e nentioned are
% hefAsihpeeighapd the Zdsopproweidadicahd t he
2-1 sopropoxyet hoxy radicals. 1-4C Al koxy-2-4C- al kyl
r 1 A . . .
1;?3;?!@2(?2?4% Vsﬂ?@sﬁéﬁpss fogﬁ'gzga?fﬂg E%@g%g@glﬁ% gz%(?%)ﬁ%&xéls, V.VhICh is substituted
by Bav A herrbpsmeptioped A Gpkexyyadicals; pameles phighppike mgierned are the 2-
meghoxyethyhaed RHsopegoxgetsyl tadieal? - met hoxyet hyl and t he
2-1sopropoxyet hyl radicals. 1-4C Al koxy-1-4C- al kyl
stands for one of the abovenentioned 1-4C- al kyl
radi cal s, which is substituted



by one of the abovenentioned 1-4C-al koxy radicals.
Exanpl es which nay be nentioned are the 2-
woredokosdies hyl and 2-i sopropoxyet hyl PCT/EP2004/051307

radi cal s. 1- 2C- Al kyl enedi oxy represents, for exanple,
the net hyl enedi oxy [-0-CH 2-O] and the ethyl enedi oxy
[-0-CH 2-CH2- O] radicals. As conpletely or
predom nantly fluorine-substituted 1-2C-al kyl enedi oxy
bri dge, for exanple, the diflggronethylenedioxy [-0-CF
2-0O] radical may be nentione Predom nantly" in
this connection neans that nore than half of the
‘hitAbyenediaxyoamesshtst fcexdmpl €t rigthywemedioxyXAD-Ctaed-tarld tizr athylenedioxy
p@ghg@gﬁo Makhisiori ne atonms. Phenyl - 1-4C-al kyl stands

for one of the abovenentioned 1-4C-al kyl radicals,

Woﬁmﬁle 0?@118&0% ﬁa{%lfﬁjuo —sub&?uﬁe@ﬁ %,] aeﬁg %f}loxgﬁxd:?gte tjgr example, the

ey hyigesdiony KO-CE~@draicnioneydarsplioped. FRrpdaminantyd indhis connection
meéxis thal mokl thah half of thathgldrbded Rtoh@ of the 1.aa/alkgIBYddiody @tBal are replaced by
ﬁﬁ qﬁ one of the abovenentioned 1-4C- al kocy

S. Exanples whi ch nmay be nentloned are t he

and thox car bon
Z?Sr?%'é%ﬂﬁﬁﬁwne EioF SRR G ol @R whichs substutd by a
l&‘d@M' tadioz. Exempleewiict hayrbel meptiaep arediemhanetsy! aniehedfentyhedicals.
abovenenti oned 1-4C-al kyl radicals. An exanpl e which
TaGLAlRGy CaRIvh | GspRsbehts ai‘d?d%ala\m%th addRidh foahe calboﬂ;@g/bh&i \biR&IRs one of the

ébﬁve%eﬁﬁo%@d Eﬁ'&-aff({%ﬁ; ?dl(%ls %xa%ﬁ@ yvﬁ‘gﬂ r%gy entloqeﬁ al'e tRe mﬁthoxycarbonyl

T cu
?WPWE@@W?%W@BT%F}Q CH2- CH2-) orthe tetranethylene
(- CH2- CH2- CH2- CH2-) radical. Halogen within the
i afkyiggroofyl tdpeesents/@ radica whicls, irbadditibmie teermdrbopy! gloaw, atrtains one of the
dbBleehibRedAC bk RAdicBR: Ad ¥ Vihids A% 5 tiorld %ﬁéaée@f radlcal
y

one of the abovenenti oned 2-4C-al k radi cal s whi ch

ﬁ#i‘pﬁlwléng adSthX]{]tﬂChglié racfi’cr F#.Bﬁ] asE%‘(o‘?'l g%nﬂ)? o 0 meﬁlyfgﬁé/ ﬁ 8? -) or,

ox e
Haﬁ'alﬂ‘%‘ %XI “§e trimgtylgng -Gt 79"!( swh%f?ﬁﬁrmhyfea?( GHECWCHzrf{!‘lz-) radical.
abovenenti oned 2-4C-al koxy radicals which is
Haldgen Wltmlttwmba}nm dfithe rmmylbn igibwaine aﬁ%amiérdsy whibre andifuckie.
mentioned are the 2-hydroxyethoxy and 3-

e iorisy a%pdsrfarcﬂne %Be abﬂﬁ‘f"i‘?é‘t'@eﬂ é4§re¢é<y'| radigalsyyyhich fsgubstituted by a
hydrexybdrodph Exapiptes eulieh triap bexlerRiodkdd-aad thy b-hydaakyetayl anddhyaifoxysopyl
radidait | tuted by an am no group. Exanples which may be

menti oned are the 2-am noet hyl and 3-am nopropyl

radi cal s. Am no-2-4C-al koxy stands for one of the
Hytroxse?ré@ralkaxy e Binds fdrOng loktbx gboventkingarled 2viiiialidoxyi radicals which is substituted
bwkmrb;ypgr&g b)bénfélés i MaPbHEhtiofes BRRhE S nMGandXFUnd

one re the 2-am noet hoxy and 3-ani nopr opoxy
f&@apggpgym% '%ddition to the nitrogen atom nono-
ordi - 1-4C-al kyl ami no radi cals contain one ortwo of the

Aa’mvzemélkyl Qtaneﬂ f&"oggoﬁﬂ}]&bbvén%qildﬁ@& MCJQIkyl ladﬂgis%}hléb{ ls20bdiited by an
A SR o B oo e B A Rl g-emipprop racial.

Di - 1-4C- al kyl am no- 2-4C-al kyl stands for one of the
AatrvELIEAkdxp BiaflsZordhe aﬂtké’éboﬁs?ﬁbnﬁtﬁlhé 2D iafkBxyl r§dlcals which is substituted by

bov |oned
BHP@E FBH I%S rﬁ%?ﬁ%gch?%d g"eﬁtlogﬁ nﬁ_&e ~am V\I}]OG 9g-€gunopropoxy
3#A8i oned are the 2-di met hyl anmi noet hyl and
3- di et hyl am nopropyl radicals. ano- or

d'dnl]on tg't l rh%g%g\'ﬁ (Encﬁoéklooq )c(ja’l lft? XIXylasr+ ﬁo ra |c£I éon%%eonggr tEvlg i the

ovenen

aE%@?frtPfeﬂdéd‘*%ﬁ}k%wéw@# Dj- Fré @Me@m istto m\@@phﬁwﬂdmd here, in particular,
dinfethyh, Hief - ahdkdikepidppammnadi cal s. Exanpl es



whi ch may be nentioned are the 2-di nmet hyl am noet hoxy
and 3-di net hyl am nopropoxy radi cal s.

wa20080M1ky | sul fonyl is a sulfonyl group to whiBCT/BP®0Q651307
t he abovenenti oned 1-4C-al kyl radicals is bonded. An
exanpl e i s the nethanesul fonyl radical (CH3SO2-).
1-4C Al kyl sul fonylam no is an am no group which is
substituted by one of the abovenentioned
1- 4Cal kyl sul fonyl radicals. xanple is the
met hanesul f onyl am no radi cal S(IZNH—) Aryl
MongH of Bl-B4C-ak@darhifsl2-4O-alk@lsRinds for g lofiflé a@vémmmeﬁ amm;emgl radicals

v%%&% s% i Eela%g ng d(glﬂﬁa bg\femreﬁt%hg g‘no- Hg %Ik@?rﬁ ad@5ls Examples
vhish ﬁ@xye mﬁnﬂmeﬂlar%{')ragtdmhyl@amﬁﬁéﬂ 6%1/3 d'mewarmmmpad Rsals-
stands for one of the abovenentioned 1-4C al koxy

c@g o B' £4C \mel n$ %%| él#rfd@ goéglye St a%é\xe}r@ﬁhoned 2—4C-alkoxy radicals

ovementi one
which fsi sybriityted by OF%‘?I “23 akpyPmentippsd, mene- @fd"bﬁ@ﬁﬁ‘y'%%%adﬁﬂﬁ Examples
vihith nay yé medtiotetyard the g-dinkxthylzyinoxtiigxy aadlB-digdethylaminopropoxy radicals.
Aryl oxy-2-4C- al koxy stands for one of the
abovenenti gned 2-4C- al koxy radi cal
1AGlispiRngds B suifambogee i Wé‘%%ﬁé%ﬁt’?"&ﬂ‘é@waﬂﬂ “Hxgikyl radicals is
boawtd Al exampla isebeamgihanesufforgradiegt (GHeS@eNt i oned is the 2-
ar yI oxyet hoxy (e. g 2- phenoxyet hoxy) radi cal .

1-4C-al k stands forone of the abqy
SR g iocHiP o dRa MR P SusHep BY 8t & e GHarepponed 1-4C-
atkhleulfamd)menﬂmtAn@NMDlaByﬂeomanamfmlammo Eadmab(DHsSCMHf) h
may be nentioned are the 2- aryI oxyet hyl (e.g.

ﬁ%gaﬁgafl e(rrﬁ.g Refe?{gggi{%] Eg tﬁff{% nglpart XH oth(er grgups or radicals, include phenyl
omzm-wetnmtq@hm mdicals: bony| radl cals contain in
addition to the carbonyl group one of the

ovemen ed no al kyl am no radi cal s.
P@E"ﬁﬁtﬁ V\lrﬁ’n WXM%BES%fH%‘e%ﬁ“eam%{re the Nmethyl- the
NN-dlmethyI , the N-ethyl -, the N-propyl-, the
ANI-MAGi @bk dtand@ e ond Wt thbliab S meftish&imi-Am alRdxh exdichls,fvhibh Gadubstituted by

oae é&é%b%kﬂentnén%% g?/ﬁ'gtgl(%'lsg E% rrﬁ)peg 'wﬂchQ Ha&@rﬁgﬁgﬁd%&g %—arylethoxy
(ezg phefsthe) avcb B painpthoyy (aﬁobqnﬁ@%)trﬂ#'?ﬂﬁ r ad| cal s. Het 1

refers to a 5- to 7- rrerrbered saturated heterocyclic

Aﬁ‘é‘% -2-4 gal I(Ig%l sé&rgrg.gﬁ' brzéucﬁ 3%&[09'5%%(?@%% Béndg:aWrﬁdﬁ is substituted

bM@ﬂ%?faﬁaaﬁ\fegen@e%%rvwcsﬁq'%?'sg’r\fbeﬁme@ﬁ@fcg ek be pentoned i the 2.

anjldxyatigpey (e.00 2 phaoxyetndxyd tddfcalr , and optional |y

substituted by R613 on a ring nitrogen atom Exanples

A@ﬁ)% H%t();%alljly‘ sE@d gaf ﬁﬁ_e(]:]_cif ﬁlghgraggg]&%?(iﬂw fdicals;, vgl,:,ch is substituted by

one pfiitecd biovenabntjdned plylox)oiadlehlsn Efanylles which evap ¢ merttiogédd are the 2-

aMHx?e%%@de'gdt-Bhé\bWethyﬁ SHdQﬁ@Jrﬁ&@hbﬂyl‘{fe Y. Iphenoxymethyl) radicals.
honopi'peri di n-1-yl, honopi perazi n-1-yl,

4-N-(1-4C-al kyl) - hormpl perazin-1-yl or piperazinyl

Mongrar Pi-1r#@dikdaminecaibagy! radicaldepakaingn adeition toRe Garbonyl group one of the

aBAveNEﬁtBﬁé'ﬁ)lorﬂl- SIA-RAE Rticlaniihd raaidais) E&&npléﬂhlm%entloned are the N-

"l%'% g“&ﬂ)&; gim @?ll )ﬂfg{}}'-?t% @' &a‘%’?%{l thw N-diethyl- and the N-

ispprepylaninasathgiyhiailiod- 2- 4C- al kyl ) - pi per azi n- 1-yl,
4-N- (3-6Ccycl oal kyI )- pi per azin-1 -yl,

Z%p%ll%r%;%gfrﬁélﬁ_ @ u} or branche\é alkmyli'adlcief havnEg Kl_to(4 g/arrl?or?].at Imr?l E;Samples are
thel 2-preqinybipepparaylyiang |the ethlnyl radlcals

or4- N (3-6C-cycl oal kyl net hyl ) - pi perazin-1-yl. Het2

refers to a nonocyclic or fused bicyclic 5 to

10- menpbered heteroaryl (heteroaromatic) radica

conprising one to three heteroatons, each of which is

sel ected froma group consisting of nitrogen, oxygen

and sul fur, and |ncludes for exanpl e, wi thout being

B T T S



oxazol yl, isoxazolyl, thiazolyl, isothiazolyl,

i m dazol yl, pyrazolyl, triazolyl, thiadiazolyl,
wo@z@dioezaed vyl , pyridinyl, pyrimdinyl, pyrazi nyPCT/EP2004/051307

pyri dazi nyl, benzo-fused anal ogues thereof, such as,

for exanple, quinazolinyl, quinoxalinyl, cinnolinyl,

qgui nolyl, isoquinolyl, indolyl, isoindolyl, indazolyl,

benzot hi ophenyl , benzofuranyl, benzoxazol yl,

benzot hi azol yl or benzi m dazolyl, or naphthyrldlnyl

pht hal azi nyl , i m dazopyridinyl, purinyl, pteridinyl or

et @Rrdpy 5i d Azhembered Thtarated h@t@M@ClI(ﬁlnE tadical ddmpiigigoae Attogen atom, to

\XII@&IIIR%QJ' ?nd Ifé‘lﬁgre%glurh{/ ]QJd 8%@!%){ ae quﬁe?né(tleraatBﬂ Q8 é:ur%}'n a group

yrro rrm

CSHﬂSt'f‘%éd'ft'Werb?’@’g?ﬂﬁ’@ B 2Ry ORt'Bnatﬂésql?éﬂ‘ﬂt?%Wg%ﬁ 3ppa ”“9 nitrogen atom.
bambleciof ldet1 ivcludehyg. tpipeiidin- ncwm methy gbiparidin-1-gide-hydroxypiperidin-1-yl,

rg&blﬂ)m b QIYHr)]yggﬁH#n PW,S @r&?ﬁi—/ -y, |Mléigzrb'i|&?n W@f {h}o%h)z%lmvpﬁ tr{&)ﬁoﬁ |9er|d|n 1-yl,

t&gpglgepréqlmokylyq ﬁgﬁ -lélnl:gg}-tfqnpalp%fﬂug,— -ylrj\y plpgpwyhs@fstltuted on a ring nitrogen
i by RGIB |[4f§4(|961abm;2eraizﬁ-’eyll$utmasafof examflle - Nyt—hﬂ:-elkﬂ)—plmarazm 1-yl, 4-N-

(i rJ%?JZD.@faW? pip&Edih- 2k X NS@HthhRflo- B%g-"ik% - Yiberkgn-§-yNAN- {3-6C-

enzene rin
PO oS Sal SAouERRRET Gt EH DO Ay LPPEa TS pyrimidin 2
Wrpipeiziod ryborgitN-(8ep Gaéycalkyirogiie); pipeseyigdryl.and sul fur, and
i ncludes, for exanple, w thout being restricted to

oindolinyl, 1.2 3 4-tetr dro no
6%l phSRORPEIRT P& merten TG el AL rdial
cgmgnsmgm@ﬂodhrge heferpaierns daahyoF wly¢h |eselected from a group consisting of nitrogen,
okygen AhdMBGORRNARILS, @eﬁ)ékampi‘é‘ (vﬂh‘oﬁl@)‘eﬁib lféékr&:te@ lcﬁﬁlraﬁﬂ Itl'inhenyl pyrrolyl,

&&%@P O)faﬁolylalglazé? 'Soih'azﬂ@d rn{i\éﬁ%ll %(ﬁyl trée&f)lgl ‘hgglsﬁogy[l ﬁ%adlazolyl
mnq\pyi pyfgmﬁnyﬂ ,pmrggﬁyl @y@m]zmy{mgmq-fys;ed apdegydethereof, such as, for example,
qomptiky lgaiRoxkting, cnarﬁtfdnvllaipfnblhals&nmaylyuhdolyTl'samH@ylrrhdd&bla

Heﬁ%kh%gﬁ%gﬁb%nﬁ&nrg O)W %%r?io? t5|y|I §e91naﬁlazo{yLor bnﬁzfll;llg oﬁloor‘naplﬂhyndmyl

pﬁ@ppap%wldﬁoprylwnnyl rp&qng:a)é 8§ripidazapyitazing}| The monocyclic 5- to 6-
nmbiecbt RadRalg) susingk, foy exathiple; #rayyl, thiGgeay,i piykieyi! wrimkinglan@pyidinyl, and

q%Hpﬁlgll ahdf Fnﬁ&iyl Q% n%?'é Q/Bﬁrg%jbmén%r\ld riﬁé |ﬁ{ﬁla$ HIQ%H& b ﬁ%hloned are

ikl Saipel! enskaprRn medo patieyis ok t%%%/’“%’é"’“ﬁ"t%%lﬂ"y' and pyridinyl,
egpdciathsquirblinet-yliase:; paditutely, ptidia#yl. posi ti on of the benzo
noi ety of the pyrrolod|hydr0|squ|noI|ne ring. . The
ubstit ts r R73 of the conp
Alepetiety BRI A pe PRI 6B epoTet R CH GRS Mefsroescic ing
radical enteining alyenzaneptingad eonoising ererer wiothieteroa®pie cdach of whivh is selected

fr*éin"éq:iré'w c&%lﬁd & 'ﬂ|t|‘0§lenV\435!y§é§€f dnbl ‘§ulﬂh %ﬁW ihcilide8 Jor! exarRié) Wﬁﬁ’ouﬁ Bking

r?ﬁtrmjz@ (goJ %ySOfn oléw oqalflo pﬂy %? éie@%ﬁydronsoqumolmyl 1,3-
beprpdintalyb 2, 3tdifwdrat tidalesnzadisniny! ior2.,3-Hibydneblenzofuranyk n
particular, in para p05|t|on |s to be enpha5|zed

sal t.s
NHHET P8Rt iee R TR IRSSa T e oMy argine
aBeyemgntighedst-4C-aligil faglicolp pinthp 4dring nitgganiatam-ar  ment i on may
be made of the pharmacol ogically tol erable inorganic

[ | omarily used in
N%ﬁﬂm?&&&ﬁ %ﬂﬁgggéd%?ggpgaﬁﬁgﬁ d& t he one hand,
materlnsoluble and, particularly, water- sol ubl e aci d
Taélthirh Ho wﬁﬂhés&ll\mddass’itﬂé Smeiid edim@BerebdDi perteun i, posntlonal isomers

tﬂye%lg QHlpsl P d)?lrltﬁtm g'l'%r I HE&%Q Egnﬁmécyll gy donhyﬁ %h&) éynﬁm

nitric ac c acl d;” acet’i

- D-gluconic acid, benzoic aC|d
Candfithety adnichard amzmmbc) Hdegabed mélrdma)btui bdtiCutediCirlbss otherwise noted, at

aaHkggﬁfﬁEMSNI'c acid, maleic acid, lauric acid, malic

mari ¢ aci d, succinic acid, oxalic acid,
tartaric acid, enbonlc acid, stearic acid,
toluenesulphonic aci d, nethanesulphonic acid or
3- hydr oxy- 2- napht hoi ¢ acid, the acids



bei ng enployed in salt preparation - depending on

whet her a nono- or polybasic acid is concerned and
walepsnaiipyg on which salt is desired - in an eqeCTBPBN4/051307

quantitative ratio or one differing therefrom On the

ot her hand, salts with bases are - dependi ng on

substitution - also suitable. As exanples of salts

with bases are nentioned the lithium sodium

potassi um cal cium al um ni um,,Magnesi um titani um

anmoni um megl um ne or guani diniumsalts, here, too,

t he bases being enployed in salt preparation in an

T‘ﬁﬁ% '}H&L@s‘iitu%ﬁm iR’tZ%HJIXIERg rﬁ%g) aﬂgchg?gnlg%fofth%wn oted, tar(l:yhposition of

rom armaco oglc Intolerabl e salts,
hehenERmeiely f thrpyrrolpgihydisisepindine B pr ocess product s
during the preparation of the conpounds according to

T%Q §udsﬂﬁé?1'&t Ii?q nR%n@/g Rﬁq}f' ﬁ!ﬁue S ao?ordl ] trﬁﬁn\){eﬁ{lc}n%gn be each

ar macol |ca processes
aﬁ?%‘ﬁﬂl'"t“&? ¥He "ﬁ?&@@ﬁ’aé’ﬁ'\'qné‘&‘h resrechie t"é?rb('“d'”ﬂe%tfoﬁl"h‘@"‘ihdhe phenyl
riey pebobded tkthepiretigeidhhe trequypdodiiggrosbquinaline rhg,evlrkrebynnas embodiment
o‘f‘ﬁ’nla bor e@?’nt tr.bé?m§n A& biaRndFRAt i M Adidlor, if pficy Y@{a %nparé BlshoR R td Bb
l'ine form varylng anounts of vents.
qﬂ??%ﬁ d within the scope of the invention are
therefore all solvates and in particular all hydrates

@fmﬂié@n&fam%ms effthé eﬁma 12 dbpeAding\§H dub&futiad | aré a1l ARt Rition salts or
3t sl et Poroiroaton Possp e Rgrpteeg el lsrtiajpproanc and

organio ecifornd bhsef oustamagily lusemm pmnw4 Thage suitabieoaie @8 thepe hand, water-
ifsBiubIe éﬁumérﬁouxaﬂp wa@#-sm Rlddditisy ks vﬂhla&.aé su’%K 8s, ié 'éﬁhrﬁrﬂé

S5 o R hlendte Rt PhosBht®ofo AR S B BBy B v o
R-gluconie agith\perroicanid, 2-(-hydrpeyberrayoenzeic Beid butyiicacid whowcyac acid,
nEIROESHC laliGe deidNgal abiatfirhatcedid] sicditiach, blfic RME takthi@ ol éribonic acid,
s{egﬁcpgc?dt o}ugnesnlﬁho*ﬂ c%g‘g nngeélpagggfu &h?rﬁ écrb o\/\lg h 5}0@32 rgaphthmc acid, the acids

bﬁw P@P'@[eﬂ "‘lﬁaﬁPfeB"t‘iﬁf@P ngeReAdNg Qriyyietipist MeRC- qRRIYPaiEdsd iisfencemed
ahdl @spahdrigadnihich daiSis adsired>-ain areéquiil qiintitativd irattoe breadife¥isg therefrom.
and pure enantionmers and m xtures thereof in any

m xing ratio including the racemates. The di astereoner

Qnthe ‘E}g%§a’@a??“b\%"“bt@ﬁ%ﬁ 3¢ ziepprding op mebsfituiny pise sitable: oﬁ?@i‘@“pbs of
shiys vaith basea begrianidtied thelithives seium, phtass@macdidivnalumindam nagnesium,
t&?\ﬂf# RhRGhide n ﬁ’ﬁﬂ)ﬁ\%r Hﬂﬁ"lrum(s%hé; herpﬁod:%%g?e%%glﬁ&&hblgyed in salt

ocesses on Ira ses or reso utlon)
PEgparafiog in %%f’é{g'iﬁ’@éﬂ”a("g'gi'i’&éﬂﬁé’f °’deffﬁf'“9a‘§‘if8é‘1’% a, b, c, d
and e refers to conpounds of fornmula | according to
Pﬁ§rﬂ%€$l®lc§lly iRtolei@ble gal@r\ﬁhléﬁ’cah Be méu?éa fBPé'kngIfe RBbrock¥ pAtcts during

tW;?pgrag?rzor}%eéiowgwﬁ ?ﬁ(}gfglﬂg ortﬁenlavenmn RN lrﬁﬂﬁrlahgcaée are converted into
PNermigentdgivglly tekralgle galts by proeessesxeaindd the peraenpekiied i $hetpals pect

2) of aspects a b, ¢ and d refers to conpounds of

fornu a as

r? ng tjf e%ﬁ edg%ﬁs %Wpd%g&s&%thgl rmaﬁﬁnon as vé/@/l as 6he|r salwnmay contain,
e.gowPen(isqiaed in W@ﬁWMbmwng QUIOUUtS(Jf@PWN(‘RS”@)UR%BN'Wﬂhe scope of the
iM/@li'ntE)h aRAHeréfSre Eli’éi:ﬂ\@&% And ihpéfticudr |él}’ hydrates of the compounds of formula | as well

aﬁ all solva{es %X&l/ln Rghcq%( k?’lkyd%tefef tﬁ lbg ?grpp%néﬂs of B?ngulé P

drogen
3~ 7C—cyc|oalky| 1- 4C—a|ky| phenyl or

DRpé&Hal o sybsilitiol khe cBBpounss &Ydilrlhﬁlg ecan®e chirafiéenipblinds haviig, for example,
chiral centers and/or chiral axes due to hindered rotation about single bonds. Chiral axes can be
present in particular in those compounds according to the invention, in which R7 is a bicyclic ring, or a
monocyclic ring substituted in the ortho position with respect to the binding position in which said
monocyclic ring is bonded to the pyrrolo[2. 1-ajisoquinoline ring system. The invention therefore



R82 and R83 together and with inclusion of the
nitrogen atom to which they are bound, forma
whedosoaayel i c ring radi cal selected fromthe gr@UPpP2004/051307
consi sting of pyrrolidinyl, piperidinyl, norpholinyl
or N-(1-4C- al kyl)-piperazinyl. A further special
subaspect (subaspect 3) of aspects a, b, ¢, d and e
refers to conpounds of formula | according to aspects
a, b, c, d and e, in which Rléss hal ogen, nitro,
am no, nono- ordi-1-4C- al kyl anino, 1-4C-al kyl,
ideluties all donociralle fire alakioncymers and/fureyrahtdalelsaxyl mixtures thereof in any mixing
r% %Ilfd}ﬁ lttfé %%ﬁa[é@tﬁg)ﬁ%ste%@n&c?ﬂﬂhrgé an%e%paga{tguqﬁ)tmr{éwv*dﬁal isomers

uor i n
er?a@mﬁfgfﬁ@'%?cefﬁeﬁﬂha SRKiRPeHS AR beﬁzpai@e%ya kw@rﬁnanner (e.g. by
dhadna@grapits priced€esah lckivayphakds or by deydlitiogen or 1-4C- al koxy,

or R2 and R3 bound to the bepzo ring noiety in
ortho-position to each other together forma

1- 2Cal kyl enedi oxy bridge, orR2 and R3 bound to the
Msrezial subaspech@ulstyect 1) cbadpbas § bse, idiaodthe teferet@chmpdundy of formula |

PN CaEob S £ PR h g, f’éﬁgg.moﬂanf)'r.y or RL
PRI g%ﬂ?ﬁ’ﬁ‘%'ﬁg?‘#‘?gt%@%&oo""ﬁﬁ"ﬂg" RGOty alsoatinding g,

ortho-position to each other toget her forma

1- 2Cal kyl enedi oxy bridge ang{R3 iy hycﬁﬂg or R1 and
R2 bound to the benzo ring nmohet’y 1'R0rt -p05|t|on to
each other together forma CcOppI™ o predom nantly
f1 uori ne- subslumbernp:1- 2 RArkq d| o;< B|5|1dge and R3
is hydrogen. A further speci8 ‘
of aspects a, ¢, d and e refefsio cnpo Ads of
formula | according to aspeB8s a, 76 e,, i n which
R1 is hal ogen, nitro, am no, R
nono- or di - 1- 4C- al kyl am no, 1-4C-al kyl, hydr oxy(ll),

1- 4C al koxy, 1-4Cal koxy- 2-4C- al koxy,

3-7C-cycl oal koxy, 3-7C-cycl oal kyl met hoxy, or

ARARY Sictialsubdspdt GUBIEhERD) df Msplebtbl @)U, B 8ndbdIRfetd th WbrRsbunds of formula |

a]fcoj@'lgatké%?é&Sa%zc@d@ﬂ n or 1-4C-al koxy, R3 is

bound to the benzo rin
T 6t 4G DAL BTk oYer0. kO BE h eherylsgrbamar -G(EI-MREZIRES, in
1- ZGmhkernedloxy bridge, or R2 and R3 bound to the
?sqw 5@340% Shoi, LEtf Qi%yp% P&?@i & 1% J| |C§I%?l§}/ ot her

rma co ete predom
'?ﬁzucbsr P!ﬁ’é’-gg bbtG-Alet’g- Cma!!w‘k;'iﬁé‘rr%ﬂ?a&%ﬂ “fir-plggephepy! or phenyl-1-4C-
furtgr special subaspect (subaspect 5) of aspects a,

A3 G&h &o&&:%r@Abfakaér to corrpounds of formul a |
cor in which R4 is

P B9 Ririd Uy G “ﬁ@ '"Cws'a@fahwrogefe ?*me 1 ¥pighibeygye bound, form a
hetprdcyric iuyrhdicat sedated framA@-grduparnsistindod pyrolidinyl, piperidinyl, morpholinyl or
NG Fimiwhi ch R411 i s hydrogen, 1-4C alkyl,

1-4C aﬁ%&flraéﬁ& al kyl or 1-4C-al kyl carbonyl, R41 is

hydrogen or 1-4C- al kyl,
A further special subaspect (subaspect 3) of aspects a, b, ¢, d and e refers to compounds of formula |

according to aspects a, b, ¢, d and e, in which

R1 is halogen, nitro, amino, mono- or di-1-4C-alkylamino, 1-4C-alkyl, 1-4C-alkoxy-2-4C-alkoxy, 3-
7C-cycloalkoxy, 3-7C-cycloalkylmethoxy, or completely or predominantly fluorine-substituted 1-
4C-alkoxy,

with the provisio that R1 is not trifluoromethoxy,

R2 is hydrogen, halogen or 1-4C-alkoxy,

R3 is hydrogen or 1-4C-alkoxy, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge, or



R5 is hydrogen, fluorine or 1-4Calkyl, R51 is

hydrogen or 1-4C-alkyl, or R4 is hydrogen, fluorine,
w@hiosdaied or 1-4C-al kyl, R41 is hydrogen or 1-BCr/aPI94/051307

R5 is fluorine, 1-4C-al kyl, trifluoronethyl,

cycl opropyl, cyano, 1-4C-al koxycarbonyl or -CH2-0O R51

1, in which R511 is hydrogen, 1-4C- alkyl,

1- 4C- al koxy-2-4-al kyl or 1-4C- al kyl carbonyl, R51 is

hydrogen or 1-4C-al kyl, or R4_gnd RS toget her forma

1- 4C al kyl ene bri dge and R4l and R51 are both

R$ dmddfireundio thertietirring peielydd ortiuipasifvatd edch vihatpgetter B)m @tompletely

as De&‘p%d&mné}my ﬁ:oﬂﬁ@smﬁsﬂuﬁ%ﬂ Sc- Bli?%ll&% Evi\t%l {(5:’1{1 Rgor g“' al

%i 'BQ%LP f@sbel%%t rﬁg monfy 4@@pw9§1tlo’n to each other together form a 1-2C-
1- 4@llalek@h@<y BridgECaml Rix iydragen,@onpl et el y or
RY 8O0 Baany th )hefb'e%rring %o@ﬂh}?‘&lht) lﬁ%{n’t%olo &Gh Bth ﬁtl @é&fWOMa completely

ngr 6é%ﬁcl>rglparﬁy E!.en%ﬁ %ﬁt&;utgq%szc% éllk g&égﬁdqﬁand R3 is hydrogen.
1-4C-al koxy, or Rl and R2 bound to the benzo ring
Nﬂjrtﬁér)épédlal beﬁé’b@ctmbépbém ch%s;ﬁa@&'& Q4hRd eFe@&@kQ@%pJuﬂ&énf?ormuIal
n fo %’gﬁ $ gm"pa@l uori ne-substituted
g od5resti a8 Bfrlﬂ‘éhand%ls hydr ogen. A
Rur tlh@aiogsp@ﬂmaaamm hespecdi-1t4Sdligigpiet 1-7G-atsfl, yeiosyl, 1-4C-alkoxy, 1-4C-
as peMofy-24C-alkoxd, ANCleRIcaREE! $7¢- @ycﬁglﬁﬁﬁ&ﬂgﬁ d?fcorfﬁétayblaprédominantly

ﬁcfg{ugnﬁe%ués%},?émgaﬂ(gw 1- 4C£ja|aEy| ' 1- 4C al koxy,

R2 4¢s 'ﬁ'%é@(?’ 14Cagtkaxy, koxy, or conpletely or
med@mmamﬂyyorfl uori ne-substituted 1-4C al koxy, ' R2

Fécc‘io?rldli ber&é nb& rgé’ @]ﬁ Q II'nkosttlonQ etagh %tner éoge@eré{ﬂrw ae1 -2C-

aspec Sal 0 ASPEC
r ef éi"%e'ﬂ%“%b'?ﬂS'S%n?ﬂs of formula | according to aspects
R ard,R3dboarido the berixo\Whd @bietRin drtfio-péditiod B bachbthér@ogethBi feh a completely

1- 4G arlegt%ﬁlnnanAy fﬂ'IGi'u? Aﬁggilyuted% fbc IﬁJlelﬁQa&yxy%m%;g al koxy, or

conpl etely or” predom nantly ne-supstituted
1-4C- al koxy, R2 is hal ogen, R3 is 1-4C al koxy. A
A furtthen epeciaimabaspéct Gubmsp@e S)of dspatias, e 6 td DY e @dfers & dmpounds of formula |

&w@ﬁétﬁagpec@a%‘g o%nﬁ%flﬁ(fvﬁlcl’io conpounds of for_m,ll a |
whi ch R1

aI (SSggl ﬂlg% ItchPla]Sép i—rﬁorﬂg(yf 1nﬂ&(§ora?tms}| cyglgprgr@fl éqymi}AC-alkoxycarbonyl or -
1- ACHalOKRAYY - iRwhich al koxy, or conpletely or
FR @ T geRt 1 M hlkpor-hdignsyBstdibteradicladfcadbipxy
R41 is hydrogen or 1-4C-alkyl,
R5 is hydrogen, fluorine or 1-4C-alkyl,
R51 s hydrogen or 1-4C-alkyl,
or
R4 is hydrogen, fluorine, chlorine or 1-4C-alkyl,
R41 is hydrogen or 1-4C-alkyl,
RS  is fluorine, 1-4C-alkyl, trifluoromethyl, cyclopropyl, cyano, 1-4C-alkoxycarbonyl or -CH,-O-R511,
in which
R511 is hydrogen, 1-4C-alkyl, 1-4C-alkoxy-2-4-alkyl or 1-4C-alkylcarbonyl,
R51 is hydrogen or 1-4C-alkyl,
or
R4 and R5 together form a 1-4C-alkylene bridge and R41 and R51 are both hydrogen.

A further special subaspect (subaspect 6) of aspects a, b, d and e refers to compounds of formula |
according to aspects a, b, d and e, in which



R2 is 1-4Cal koxy, R3 is hydrogen. A further special
subaspect (subaspect 10) of said aspects a, d and e
WO efosne31eo conmpounds of forrmula | accordi ng t oPEFPRIDE051307
a, dand e, in which RL is 1-4Cal koxy, R2 is
1-4C al koxy, R3 is hydrogen. A further special
subaspect (subaspect 11) of said aspects a, d and e
refers to conpounds of formula | according to aspects
a, d and e, in which RL is hal gen or 1- 2C- al koxy, R2
i's hydrogen or 1-2C al koxy, is 1-2C al koxy. A
Rur tidtetogsm aitro admirs, b-aAS kel 1-4G-aikesRett-alkoy, opéontpitely or predominantly

aspe; bsBiute§ 1.3 efers to conpounds of fornula I
acco?éﬁ'e@us Utgg egglk%)g; , dand e, in which RL is

with 2“@%1"1%(‘9“%’?%"‘1”02@%%bxy, R3 is 1-2C al koxy.
R nohydabgeree ¢ @Cekiogy, t 0 subaspect 12 nore worthy to be

RENGd AR §-4EDRASE, of N Whi ch none of Rl, R2 and R3 is
bouﬁd‘gﬂog? he 10- og)ftlon of the

%Wr}d ndlto ét]ei t§ lr}qdqnqlq%m ,OFIFPQPOSIAOTT 9 epfether 'g@ﬂhgq form a completely
su baspean(asgﬂMspmeﬂubéti&)eddﬁzcsalw&naﬁqxe bidge and B3 &ihgdregen.
refers to conmpounds of fornula accor ding to aspects

d and e, in which Rl_j 12C— oxy, R2is
Ryt e pect Cubgea pll 4 Gomgom el o BB tgprpgunds of formui
|satvedinude dspe@s awr dawioy, tnwhicho be nentioned are those, in
rwhl ma&gea a.trbcafm ﬁactan@u &4@%@' UG- 8RSky B30k R WPEbntpRitely or

1- a]lsqu|noI|ne ring,

2.
,or tpﬁegg'g'"arfﬂﬁﬁ‘d%'f'%ﬁ”bﬁﬁ”t%{ 6@5&&?&0 the 9-position and
RR iisl#oakekvio t he 8- position of the
ry 1 iol-ad-dkekyal i soqui noline ring. A further special
subaspect (subaspect 14) of said aspects a, b, d and e
refers to conpounds of formula | according to aspects
Aqfurthgr specighsybaspeat ﬁub@q;p@,qw)m_sq@aspggtw &rd ar@2 refersiig epmpgends of formula
|Iaacorcsng102§§e@iég@x(yand(a;)mmi¢nds accordi ng to subaspect 14

R §& J\’%bggrhﬁltrg npr?oé ?tﬁe -%3 %E&yt P—&?‘ Slkca(y ; 04\6?%1&”’ Rilcom‘cl‘)letely or

9 p@éeldt"i”'ﬁi‘f‘“bf'uqr'ﬂ%s‘f?ﬁ“ﬂ%cﬂ bf'(??ltoxé(] i soqui noline ring, or
Rmoisﬂjalobéh which R1 is bound to the 9-position and R3

the 8- position of the
pyrr % i ‘a] i soqui nol i ne

A further special subaspect (subaspect 9) of said aspects a, d and e refers to compounds of formula |

according to aspects a, d and e, in which

R1 is halogen, nitro, amino, 1-4C-alkyl, 1-4C-alkoxy, 1-4C-alkoxy-2-4C-alkoxy, or completely or
predominantly fluorine-substituted 1-4C-alkoxy,

R2 is 1-4C-alkoxy,

R3 s hydrogen.

A further special subaspect (subaspect 10) of said aspects a, d and e refers to compounds of farmula |
according to aspects a, d and e, in which

R1 is 1-4C-alkoxy,

R2 is 1-4C-alkoxy,

R3 is hydrogen.

A further special subaspect (subaspect 11) of said aspects a, d and e refers to compounds of formula |
according to aspects a, d and e, in which

R1 s halogen or 1-2C-alkoxy,

R2 is hydrogen or 1-2C-alkoxy,

R3 is 1-2C-alkoxy.



ring. A further special subaspect (subaspect 15) of
said aspects a, b, ¢, d and e refers to conpounds of

wo orosdH29 according to aspects a, b, c, d andPE€I/EP2004/051307
which R1 is halogen, R2 is 1-2Cal koxy, R3 is
1- 2C- al koxy. Conpounds accordi ng to subaspect 15 nore
worthy to be nentioned are those, in which none of R1,
R2 and R3 is bound to the 10-position of the
pyrrol o[ 2. 1-a]i soquinoline rin A further special
subaspect (subaspect 16) of said aspects a, b, c, d
and e refers to conpounds of fornmula | according to

ﬁ%ﬂlﬁ@rtsﬁe@al sJBasp%ct (&8@9@@2) dr Qe&o mggas NS §nJ196\188%q9 (f‘(ﬁ?pohnds of

ounds’ accor

E’Uﬂ%sp?@%‘l” °ﬁi?F%*sﬁzcﬁ’f'ﬁ9d? i Wichnent i oned are those in
Rhi dh1AGakogyf RlL, R2 and R3 is bound to the

RE- qu)ﬁngéjamgxyof the pyrrolo[2.1-a]isoquinoline ring. A
grth pec| al subaspect (subaspect 17) of said

peeié ’W, c, d and e refers to conpounds of
Conpeuhds acooadingdo dlilhaigpacm 2aspe ebshydo b&mentionet @& thoss, in which none of R1,

102 dufi :
e 5 g b oyt e 8, paspect

(subaspect 18) of aspects a, b, ¢, d and e refers to
& fipry gprtial sybagpest kawbaspect 48)ebsaid awgedtoa, d@spee teferaito compatindsbf formula |

#36hdiRg tolaBpedlRiaCHarddle, inswheh! ori ne or fluorine. Conpounds
corﬂbgglkto subaspect 18 nore worthy to be nmentioned

ar e 't ¥ which RL is not bound to the 10- position
& t'ﬁh'@ldf?g?fr olo[2.1-a]isoquinoline ring. A furt her
Bpeas abcamub@spect (subaspect 19) of aspects a, b,

@d?lg)oﬁl%ors %E&F%gﬁo su%%sneagg g‘l%reovrlort&xlé) &)ﬁ "ﬁﬂt'c’f‘ é: airg E[eseaﬂwg}"mh R1 is bound

trifte 8Rosifigeng §a it hound tg the@:pepitiap of thRPBTdlaf2. hylioarrsiinaying, or those, in

vihich@1as thogihd toR&1o- wcﬁltlb\yﬂiﬂ%%dand to e poiibry df ,the(Hyrrgﬁz H% lsoqumolme
drogen or 1-4C-alkyl, R4l is hydrogen or 1-4C-al ky

R5 is 1-4C-al kyl or 1- 4C- al koxycarbonyl, R51 is

hydrogen or 1-4C-alkyl, or R4 and R5 together forma

Afudi@r spelcinl sabaspéat {sdigpapenh t4) Beiskidaspl ] b,ar #dR@éfbrs to compounds of

O faQ 96 rding to aspects a, b, d and e, in which

R1 is halogen,

R2 s hydrogen,

R3 s 1-2C-alkoxy,

Compounds according to subaspect 14 more worthy to be mentioned are those, in which R1 is bound
to the 8-position and R3 is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, or those, in
which R1 is bound to the 9-position and R3 is bound to the 8-position of the pyrrolo[2.1-alisoquinoline
ring.

A further special subaspect (subaspect 15) of said aspects a, b, ¢, d and e refers to compounds of
formula | according to aspects a, b, ¢, d and e, in which

R1 s halogen,

R2 is 1-2C-alkoxy,

R3 is 1-2C-alkoxy.

Compounds according to subaspect 15 more worthy to be mentioned are those, in which none of R1,
R2 and R3 is bound to the 10-position of the pyrrolo[2.1-ajisoquinocline ring.

A further special subaspect (subaspect 16) of said aspects a, b, ¢, d and e refers to compounds of
formula [ according to aspects a, b, ¢, d and e, in which
R1 s halogen,



A further special subaspect (subaspect 20) of aspects
a, b, ¢, d and e refers to conpounds of fornula I
w@ewsnailtey to aspects a, b, ¢, d and e, in whiBCI/RE2008051307
1-4C-al kyl, R4l is hydrogen or 1-4Calkyl, R5 is
hydrogen, R51 is hydrogen, or R4 is hydrogen, R4l is
hydrogen, R5 is 1-4C-al kyl or 1-4C- al koxycarbonyl, R51
is hydrogen,or R4 is hydrogen, R4l is hydrogen, R5 is
1-4Cal kyl, R51 is 1-4C-alkyl g0or R4 and R5 toget her
forma 3-4C al kyl ene bridge and R41 and R51 are both
R¥ driplgstogen,A f urt her speci al subaspect (subaspect 21)
Qj aspPoe6hiRod: P, ¢, d and e refers to corrpounds of
mul a | accordln to aspects a, and e, in
H?angl H‘"QFQ, sqt@ pecyis. rg(Frﬁyprthyd? bmintﬁogedlargr@ogq kwhlch none of R1,
B2 arfd3R3 isboundHG tae ypositionlof the-parrdicfiX 1-alispdpdmajide ringor R51 i s
1-4C- al kyI or R4 and R5 together forma 3- 4C— al kyl ene

g ﬁ% ﬂ%' 41 and R51 are both h dro en. A further
E&‘E APecl| HERPET (Sup2he d Pt saidaspe Bs‘bgéi‘%e gpferglo cgmpaynds of
famuilad apeFdingdo aspedoapboanicmd efinfvbichrul a | according to

RE PaEiiatogan, nltro, f:4c B B -£5-alldkyWhicCkolgp 1 s 1-4C-alkyl. A
further special subaspect (subaspect” 23) of aspects a,

b, ¢, d and e refers to conpounds of fornula I
/%afslﬁhﬁfdpqq:@l ubaspeg Ewbaspect 18),of aspeals amac, @,and a refis tolcoidounds of formula |

drystiingiBRsped b, b, 3, dBHATDAMAIch RS is 1-4Cal kyl, R51 is
IQ‘%/drlso&?orle(ﬁﬂLé{'rther speci al subaspect (subaspect 24)

aspec? 9% ¢, d and e refers to conmpounds of
GasneuIds apcosdingde @ub?gp%Wasp@c\Mthato re, mentionkdzane] these, iimwhich R1 is not

BE0hd the 10-pasition of the pyrrolo[2.1-alisoquinoline ring.

A further special subaspect (subaspect 19) of aspects a, b, ¢, d and e refers to compounds of formula |
according to aspects a, b, ¢, d and e, in which

R4 s 1-4C-alkyl,

R41 is hydrogen or 1-4C-alkyl,

R5 s hydrogen or 1-4C-alkyl,

R51 is hydrogen or 1-4C-alkyl,

or

R4 is hydrogen or 1-4C-alkyl,

R41 s hydrogen or 1-4C-alkyl,

R5  is 1-4C-alkyl or 1-4C-alkoxycarbonyl,

R51 is hydrogen or 1-4C-alkyl,

or

R4 and R5 together form a 3-4C-alkylene bridge and R41 and R51 are both hydrogen.

A further special subaspect (subaspect 20) of aspects a, b, ¢, d and e refers to compounds of formula |
according to aspects a, b, ¢, d and e, in which
R4 is 1-4C-alkyl,

R41 is hydrogen or 1-4C-alkyl,

R5 is hydrogen,

R51 is hydrogen,

or

R4 s hydrogen,

R41 is hydrogen,

R5 is 1-4C-alkyl or 1-4C-alkoxycarbonyl,
R51 is hydrogen,



R4 is hydrogen, R41 is hydrogen, R5 is nethyl or
ethyl, R51 is hydrogen. A further special subaspect
w@ swbamspexrt 25) of aspects a, b, c, d and e rePE&r/BEP1004/051307
conmpounds of fornula | according to aspects a, b, ¢, d
and e, in which R4 is hydrogen, R4l is hydrogen, R5 is
met hyl, R51 is hydrogen. A further special subaspect
(subaspect 26) of aspects a, b, ¢, d and e refers to
conpounds of formula | accordi to aspects a, b, c, d
and e, in which R6 is 1-6C al kyl, or 1-4C al kyl
gubstituted by R61, in which R61 is
Ra 4Gs RjdkR¥y carbonyl . A further special subaspect
%%ubaﬁ}ﬁject 27) of aspects a, b, c, d and e refers to
1er F9Bf formula | according to aspects a, b, c, d
Bnd ie]-4Cqalkvihi ch R6 is nethyl, ethyl or
et hoxMeandonyl ethyl . A further special subaspect
(S{subaspect 28) of aspects a, b, ¢, d and e refers to
onpounds of fornmula | according to aspects a, b, c, d
BhandRS thgethehiomna RGCiatkylemet tighe and R4l piddRG1 aseplmtﬁ ialdrogen.
subaspect (subaspect 29) of aspects a, b, ¢, d and e

rs C 0 | a | according.to as
A R SpdcRy SET o OlacBi P Bl Bis e o Rl ARy € SO g By offormula
#‘«‘CWQIMW@SP@&@CD&Idsrutm&pémhe(t@ubaspect 30) of aspects
m hsm(;_amwaﬁd e refers to conpounds of formula I
o.aspects a, b, ¢, d and e, in which R7 is
ggfg%lk&' fd/ or R75-substituted Het 2, or
'ﬁ‘»‘ydr'%woﬂikw@tm-aﬁsw@wquwm which Het2 is pyridinyl
RE1QUs NaC-amyt)ar R74 is hal ogen, 1-4C-al kyl,
okl RS RRE P 230 b S S YT B S e T
nitro, phenyl orphenyloxy, R75 is 1- 4C— al kyl .
oo spetil subasped (supaspect 22)paagpeds a,30c, ARRE e YeRir 1B)toinPoul@s of formula |

gg@g}&h 8,246, RO d Lch R7 is Het2, R74- and/or
Isélj{gstltat%edla'l—iﬁg ﬂ“}p@ hydr oxy- 3, 5- di net hyl phenyl ,

'ﬁ \Aﬁﬂ’é‘ﬁ et 2 i s pyridin-4-yl or quinolin-4-yl, R74 is
hal ogen, 1-4C-alkyl, trifluoromethyl, 1-4C al koxy,

&Mﬁl‘iﬂ? sp&ﬁ] sﬂgasp&? &‘Bbasﬂéct 53) oftas ?ig:'t@é Ikyd, 9%}1{'@ refﬁrs to compounds of formula |

11({; car bon y car oxy nitro
ac?f’?S % I%B?%“F?fg nd g, ip whigh joy |
is hydrogen
R41 is hydrogen,
R5 s 1-4C-alkyl,

R51 is hydrogen.

A further special subaspect (subaspect 24) of aspects a, b, ¢, d and e refers to compounds of formula |
according to aspects a, b, ¢, d and e, in which

R4  is hydrogen,

R41 is hydrogen,

R5 is methyl or ethyl,

R51 is hydrogen.

A further special subaspect (subaspect 25) of aspects a, b, ¢, d and e refers to compounds of formula |
according to aspects a, b, ¢, d and €, in which

R4 is hydrogen,

R41 is hydrogen,

R5 is methyl,

R51 is hydrogen.



A further special subaspect (subaspect 31) of aspects

a, b, ¢, d and e refers to conpounds of fornula I
w@ewsnailey to aspects a, b, ¢, d and e, in whiBCI/RF2008051307

pyridin-4-yl. A further special subaspect (subaspect

32) of aspects a, b, ¢, d and e refers to conpounds of

formula | according to aspects a, b, ¢, d and e, in

which R7 is 2,6-dinmethyl pyridin-4-yl.A further speci al

subaspect (subaspect 33) of asgects a, b, c, d and e

refers to conpounds of fornula according to aspects

a, b, ¢, dand e, in which R7 is quinolin-4-yl. A

A Wﬂh&%ﬁecﬁa@ﬁfbb@ecﬁ%%ﬁ&%&) Jf a%bgé&g P QFE 0354:?1 eQ«%ferg‘?oDc%ﬁ@g’un@s of formula |

ers CO[TpOUﬂ accor

?99”3@%?&5%9"53 B, gangdfy ingvhichn whi ch R8 is 1-4C al kyl,
B e ny fi-6C2kACoral FHC-atkyl substijiatidoy R6Chi2whieHR8 1,
ﬁ@\er}yh GaLRGAKAL&EL. - (O - N(R82) R83, in which R81 is
hydrogen, 1-4C-alkyl, 1-4C-al koxy-2-4-al kyl or
1- 4C-al kyl carbonyl, R82 is hydrogen, 1-4C-al kyl,
B funterepedabsublspest (BbddPped PT) ob adpkyts a,b; 4,G-aml ke ydfers phuemipbunds of formula |
5 wbsdLRlaki o o B, neliydr ogen or 1-4Calkyl,or
| ?f ﬁﬁ’ ethher and % h inclusion of the
tr'%ﬁ'gtﬁy’aﬁ'?i' Frpmeany are bound, forma
heterocyclic ring radical selected fromthe group
& Qﬁﬁér%béd&%&ésp@bfr@u%dpgét B8 of aﬁ)bﬂ@é KL Wnd o REMD tbQJ,ohBé/dnds of formula |
rgl—é)é % %Sc) %dpera l A further special
EPPFE R SpLatd S3)whys aspects a, b, ¢ and d

'R%f ewettnd compounds of fornula | according to aspects
b, ¢ and d, in which R8 |s phenyl , cyano

R ngnéfl ée%raps%g%saecgl(%bﬁoéz % %sp nglbkgll aB? beﬁeé%lcom%@ds of formula |

@’ﬁ?%@@@éﬁﬁ“@rb f»dl@d@b l@thChor R82 and R83 together and

Ré t hs matbdxySdrnylethylt he nitrogen atom to which they are

bound, forma pyrrolidinyl ring. A further speci al

subaspect (subaspect 36) of aspects a, b, ¢ and d

A Wrther spacigl uBRIPBT fRyBaspect PYoheAPACts 2. ke Sread A gpfarptozpepeunds of formula |
aweorlling 10 agpedtsa, b, ic/d addiecih whiBh i S cyano. A further speci al

b
S0 AL 03565 By e B
'?Je ¢S PY '%B”é’ nolinyl. \whi ch R8 is carboxyl. A further

Rfde ds mlogeny BaSdigl, rifleandreesing d t4C38oxy yaas peedics mano-lor did-4C-alkylamino,

and according to
p;?dﬁai%%rbbw and gpﬂﬂé pﬂgny];ﬂ' iIfy{%nyl%ié}l hydr ogen, gR41 'S
'ﬁ@i?d r'%{g%q‘] '

Compounds according to subaspect 30 more worthy to be mentioned are those, in which

R7 s Het2, R74- and/or R75-substituted Het2, or 4-hydroxy-3,5-dimethylphenyl, in which

Het2 is pyridin-4-yl or quinolin-4-y},

R74 is halogen, 1-4C-alkyl, frifluoromethyl, 1-4C-alkoxy, cyano, amino, mono- or di-1-4C-alkylamino,
1-4C-alkoxycarbonyl, carboxyl, nitro, phenyl or phenyloxy,

R75 is 1-4C-alkyl.

A further special subaspect (subaspect 31) of aspects a, b, ¢, d and e refers to compounds of formula |
according to aspects a, b, ¢, d and e, in which
R7 s pyridin-4-yl.

A further special subaspect (subaspect 32) of aspects a, b, ¢, d and e refers to compounds of formula |
according to aspects a, b, ¢, d and e, in which
R7 is 2,6-dimethylpyridin-4-yl.



R5 is 1-2Cal kyl, R51 is hydrogen, andR8 is cyano. A

further special subaspect (subaspect 39) of aspects b,
we2@atox29 ef ers to conpounds of fornula | accordi/RERIDE051307

aspects b, ¢ and d, in which R4 is hydrogen, R41 is

hydrogen, R5 is 1-2C-al'kyl, R51 is hydrogen, and R8 is

-C(O-0R9, in which RO is 1-2Calkyl. A further

speci al subaspect (subaspect 40) of aspects a, b, ¢, d

and e refers to conpounds of fgrmula |I according to

aspects a, b, c, d and e, in ich R4 is hydrogen, R41

is hydrogen, R5 is 1-2C-alkyl, R51 is hydrogen, and R6

A fﬁrtl'i@%;tb\é‘al’ su@és’ﬂ&!t sdbas Q@))ﬁy&;ﬁp b€ B¥%hd o Aol rﬁ[Sounds of formula |
et e -

subaspec of "aspects a,
a&ﬁ‘ﬁ‘%ﬁﬂ?é‘?@?@at%caﬁ?ﬂﬁuﬂ&’ 'C'bf formla I accordl ng to
s péscquinotin-4-, ¢ and d, in which R4 is hydrogen, R4l is
hydrogen R5 is 1-2Cal kyl, R51 is hydrogen, R6 is

eth met hox cabon | ethyl, and R8 is cyano.
ATEr i on e oS M Ot <Pz S RAY AT o f formul |
agcordingiin dspetcts ef tec snd ¢ ircghighounds of fornula | accordi ng

RO FSPAShiIRy, 1, 2028 ofkinyi ' 1,$h | #LC(0)-N(R82)RS3, i
1-2C.a ol;izyy,%he 'S aﬁ;any ogfé‘ﬁ@o@l&% gl {}‘g&ﬁ‘?%&i %(O) N(R82)RE3, in

1- 288 koxy, R4 is hydrogen,
R81 is hydrogen, 1-4C-alkyl, 1-4C-alkoxy-2-4-alky! or 1-4C-alkylcarbonyl,

R82 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl, 3-7C-cycloalkyl-1-4C-alkyl, phenyl or phenyl-1-4C-
alkyl,

R83 is hydrogen or 1-4C-alkyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a

heterocyclic ring radical selected from the group consisting of pyrrolidinyl, piperidinyl, morpholinyl or

N-(1-4C-alkyl)-piperazinyl.

A further special subaspect (subaspect 35) of aspects a, b, ¢ and d refers to compounds of formula |
according to aspects a, b, ¢ and d, in which

R8 s phenyl, cyano, phenylcarbonyl or -C(O)-N(R82)R83, in which

R82 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl or phenyl,

R83 is hydrogen or 1-4C-alkyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
pyrrolidinyl ring.

A further special subaspect (subaspect 36) of aspects a, b, ¢ and d refers to compounds of formula |
according to aspects a, b, ¢ and d, in which
R8 s cyano.

A further special subaspect (subaspect 37) of aspects b, ¢, d and e refers to compounds of formula |
according to aspects b, ¢, d and e, in which
R8 s carboxyl.

A further special subaspect (subaspect 38) of aspects a, b, ¢ and d refers to compounds of formula |
according 1o aspects a, b, ¢ and d, in which

R4  is hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl,

R51 is hydrogen,

and



R41 is hydrogen, R5 is 1-2C-alkyl, R51 is hydrogen, R6
is methyl, ethyl or nethoxycabonylethyl, and R8 is
wWey@noo318peci al subaspects nore worthy to be neeCi/EP2ve€051307

are the subaspects 11, 12, 15, 24, 25, 27, 28, 29, 30,

31, 32, 33, 36, 38, 40, 41 and 42. Special subaspects

in particular worthy to be nentioned are the

subaspects 25, 36, 38, 40, 41 and 42. Speci al

subaspects in nore parti cul ar_‘wo_rthy to be nentioned

are the subaspects 41 and, especially, 42. Conpounds

RECas g to aspect a nore worthy to be nentioned are

those of formula I, in which RL is hal ogen, nitro,

am no, 1-4C-alkyl, 1-4C- al koxy, ‘

A fugtiger éP%@Wb%Pﬂ@(S&Pﬁ%‘)‘/ 39) 6t as(geqﬁ)q),é;tagqi 9 refgrs to compounds of formula |

Fredonorguett p, d andalr inndicsubst i t ut ed 1-4C- al koxy, R2 is
dr 1-4C-al koxy, R3 is hydrogen or

@4(@%@'&8% or Rl and R2 bound to the benzo ring

RAJi d3RY98 Tor t ho- position to each ot her together form a

Romid £2@hlylor predom nantly fluorine-substituted

ﬁ512q;-®h,l§)¥érgnedi oxy bridge and R3 is hydrogen, R4 is
drogen or 1-4C-al kyl, R41 is hydrogen or 1-4C- al kyl,
I's hydrogen, R51 is hydrogen, or R4 is hydrogen,

R4 1 is -©(OyRRDipeviichRS5 i s hydrogen or 1-4C-al kyl, R51 is

Ry driogefaRf. 1-4C al kyl, or R4 is hydrogen, R4l is

hydrogen, R5 is 1-4C- al koxycarbonyl, R51 is hydrogen,

or R4 and R5 together forma 3-4C-al kyl ene bri dge and

Aithes prcRBSUbaspect subdspény 1) obasnectR6 bi & d BngEreddrikip|compounds of formula |

akedtlingth liects BAS €l d dHaRdin Riich61, i n which R61 is

i 4% Rlakgay carbony

R41 s hydrogen,

R5 s 1-2C-alkyl,

R51 is hydrogen,

and

R6 is methyl, ethyl or methoxycabonylethyl.

A further special subaspect (subaspect 41) of aspects a, b, ¢ and d refers to compounds of formula |
according to aspects a, b, ¢ and d, in which

R4 is hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl,

R51 is hydrogen,

R6 is methyl, ethyl or methoxycabonylethyl,

and

R8 iscyano.

A further special subaspect (subaspect 42) of aspects a, ¢ and d refers to compounds of formula |
according to aspects a, ¢ and d, in which

R1 is halogen or 1-2C-alkoxy,

R2 is hydrogen or 1-2C-alkoxy,

R3 is 1-2C-alkoxy,

R4 is hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl,

R51 is hydrogen,



R7 is phenyl, Het2, R71- and/or R72- and/or
R73-substi tuted phenyl, R74- and/or R75-substituted
woiea02/0033e9 napht hyl , in whichHet2 is a het er oarRCT/EP2004/051307

radi cal selected fromthe group consisting of furanyl,

t hi ophenyl, pyrrolyl, pyridinyl, quinolyl, indolyl,
benzot hi ophenyl and benzofuranyl, R71 is hydroxyl,

hal ogen, nitro, trifluoronethyl, 1-4C-alkyl,

1-4C-al koxy, amino, nono-ordi:Js4Cal kyl am no,

1- 4C- al kyl sul phonyl am no, tol ylsul phonyl am no

B6 ar iy mehyl, ethyhonrvhetiodxycaberlylethgl, R711- subst i t ut ed phenyl,

by Which R711 is hal ogen, R72 is 1-4C- al kyl,

E( 4C- al koxy or 1-4C-al koxycarbonyl, R73 is 1-4C- al kyl
Bf 15964 koxy, R74 is 1-4C al kyl, trifluoronethyl,
1-4C- al koxy, 1-4C-al koxycarbonyl, nitro, phenyl or

Q;Bb%révsluea%ectﬁﬁée worthy téHbe Abrtidhed aF%&hé §4bl§b mﬂé’ ! 1%@!‘% 25, 27, 28, 29,

g@grg}g%ﬁr or - ) N( R82) R83,
12 4&%‘1‘1 2-3-7C cycl oal kyI or phenyl, R83
i s hydrogen or 1- 4C— aI kyl, or R82 and R83 together and

Bcchl dubsshati iR Par®lulak WEHH) td BeaRGRoral AR ihd é?.nbéMBb&Qzé B&¥%s a4"0941 and 42.
bound, forma heterocyclic ring radical selected fro

the group consisting of pyrrolidinyl and piperidinyl;

regiak subaspeqly ip ok particuldraitorthyyih bey mBulianel aRSthe aubasieos 1 and, especially,
4ydrogen, then R8 is other than phenyl, phenyl carbonyl

or -C(O-N(R82)R83, in which R82 is hydr ogen,

1-4C ai kyl, 3-7C-cycl oal kyl or phenyl, R83 is hydrogen

or 1-4C-al kyl, or R82 and R83 together and with

Compouirsis @bcoffingttt EspBétlamRekeRorfhl @ Be rﬁé’htldﬂéh ﬁ}é thd3e ¥ f@r'fn%la I |n WhICh

lbﬁ quhalt{?gﬁ mtr@ J?\%oe ﬁ%y lI ‘I:-46 Fggrr #Cﬁox Szeic l%o?(g Oﬁgﬁmpletely or

e group ‘consistin
and Pﬁ?@m@amtwuor@? é‘t‘@@iP@@)i‘Tﬂ?@'kOWydr at es and hydr ates of
Rhe islgldtogeradr 14esi@x; onpounds. Conpounds according to

aspech dl% il ﬁ‘ﬁlbtl worthy to be nentioned are
y g r dl&k&l?{] which R1 is chlorine, fluorine,

70 il h 7, 1 kA, 800 FRER LR FRET e 1Sther form & completely
di f lonpredaminantydiupridesubstitutedd Fa0gaMylcbedidxe biidas Yind R8isihgdrogen,
Ry diDgaRg& or FRE or Rl and R2 bound to the benzo

,%JN%%Q%%F%/%éggﬁgo position to each other together

yl enedi oxy bridge and R3 is
Rfy dristydiegenand none of R1, R2 and R3 is bound to the
RA)- pafiloben of the pyrrol o[ 2. 1-a]i soquinoline ring, R4
IS hydrogen or nethyl, R4l is hydrogen or nethyl, R5

I's hydrogen, R51 is hydrogen,
R4 lsyhydrogen Y J

R41 is hydrogen,
R5  is hydrogen or 1-4C-alkyl,
RS51 is hydrogen or 1-4C-alkyl,

R4  ishydrogen,

R41 is hydrogen,

R5 s 1-4C-alkoxycarbonyl,

R51 is hydrogen,

or

R4 and R5 together form a 3-4C-alkylene bridge and R41 and R51 are both hydrogen,

R6  is 1-8C-alkyl or 1-4C-alkyl substituted by R61, in which

R61 is 1-4C-alkoxycarbonyl,

R7 is phenyl, Het2, R71- and/or R72- and/or R73-substituted phenyl, R74- and/or R75-substituted
Het2, or naphthyl, in which



or R4 is hydrogen, R41 is hydrogen, R5 is hydrogen or

met hyl, R51 is hydrogen or nethyl, or R4 is hydrogen,
weAmdsie31kydr ogen, R5 is net hoxycar bonyl et hyl , RSIEPR04/051307

hydrogen, or R4 and R5 together forma tetranethyl ene

(-CH2- CH2- CH2-CH2-) bridge and R41 and R51 are both

hydrogen, R6 is nethyl, ethyl or nethoxycarbonyl ethyl,

R7 is phenyl, Het2, R71- and/or R72- and/or

R73-substituted phenyl, or napathyl, in which Het2 is

i ndolyl, pyridinyl or quinolyl, R71 is hydroxyl,

I8d12 Os & Reteroary rduiialseleticd®dm ;hbgnsiupl BonsiSlingaF Ml’aﬂwythloph’énWHyﬁblyl,

| 7 i § h R711
ihy gyl b Rad) b%ﬁ%‘i“"?”&?'y i P%m“ Choxy, 73 is
R fig/pvaropdyhalogen, pifro.di Uﬁfemﬁw 4@?8 yl.<1-4shelkayy. antpameno- or di-1-4C-
pherajiyiaminb, 01r-140-alKylsuFpEIir@)amNbRSlQl}sLR&Bnylariﬂnd/‘thla@lbxﬁﬁiﬁwhléh

dré),gﬁ s i so-propyl, iso-butyl,
' qsumghmkhp?lolgymgr phenyl , R83 IS hydrogen or

cI o , CycC
rﬁ% f§Malogg} R82 and R83 toget her and with inclusion of
Rize m1-4¢algﬂm-4a(1-aimxybnol -4Graledxyddtmpuylar e bound, form a

mrr,so{_hbd_b,wbr“)@lhlg ; under the provisio, that, V\,hen
then R8 is other th

%ﬁeﬂﬁj = 'h@ﬁvl“eesffﬁwwyf -4%3"%0@( SRk iond, nia, pk;w'@hphenwoxv,
R®2 Is‘e4¢rylwiogen met hyl, ethyl, iso-propyl, iso-butyl,

: Yo h@dh@?fw |cyan%)/|:5h|eﬁ’sﬂ’d'aﬂ)|8b()h oﬁb(@fmﬁéﬂ)msﬁ%/thkﬁ | Elé |d Lglggﬂ 8][

%@e %t?yf“rog‘ﬂ'eﬁﬁéta%g\] ?@ Xéﬂagﬁ"f‘ﬁ’@? Ysare bound, form a

RSPr iotydpendr 14&8dilkylaér, and the salts, stereoisoners,
W%@R%togéﬂ%r BykittiRfusoh oﬁﬁ’@m@@eﬁ §t019f tomﬁﬁﬁm %Bgﬁmd@rm a

e %?t%ﬂogs |ICa r?né?{uﬂc Ieggd fgrﬁ ﬁﬁl géoup COI']SﬁtII‘\'I&_ﬁf 8¥T¥ nyl gnd piperidinyl;

hal ogen, nitro, am no, 1-4C alkyl,
ubdet@hedrdvmtoythdt 4C- al koxy, or conpletely or

Wit anmd ah glle\f)oth hydrogen, then

R8 s other than phenyl, phenylcarbonyl or -C(O)-N(R82)R83, in which

R82 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl or phenyt,

R83 is hydrogen or 1-4C-alkyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
heterocyclic ring radical selected from the group consisting of pyrrolidinyl and piperidinyl;

and the salts, stereoisomers, hydrates and hydrates of the salts of these compounds.

Compounds according to aspect a in particular worthy to be mentioned are those of formula |, in which

R1 s chlorine, fluorine, nitro, amino, methyl, methoxy, methoxyethoxy or difluoromethoxy,

R2 is hydrogen or methoxy,

R3 is hydrogen or methoxy, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a
difluoromethylenedioxy bridge and R3 is hydrogen,

and none of R1, R2 and R3 is bound to the 10-position of the pyrrolo[2.1-a]isoquinocline ring,

R4 is hydrogen or methyl,

R41 is hydrogen or methyl,

R5 s hydrogen,

R51 is hydrogen,

or

R4 s hydrogen,

R41 is hydrogen,



fluorine-substituted 1-4C-al koxy, with the provisio

that RL is not trifluoronethoxy, R2 is hydrogen or
wdaz20080aed1koxy, R3 is hydrogen or 1-4C- al koxy, OPEIER29d4/051307
R2 bound to the benzo ring noiety in ortho-position to
each other together forma conpletely or predom nantly
fluorine-substituted 1-2C-al kyl enedi oxy bridge and R3

is hydrogen, R4 is hydrogen or 1-4C-alkyl, R41 is
hydrogen or 1-4C alkyl, R5 is_jydrogen, R51 is

hydrogen, or R4 is hydrogen, R41 is hydrogen, R5 is

Ry drisgevger ormetfyl al kyl , R51 i s hydrogen or 1-4C- al kyl,

|Q61 Fféhyd%ggwgrn%g@p R41 is hydrogen, R5 is
- 4C-al koxycar bonyl, R51 is hydrogen, or R4 and R5

Toget her forma 3- 4C— al kyl ene bridge and R41 and R51
&4 e iplodivgénydr ogen, R6 is 1-6Cal kyl, fornyl, or
|1414(;‘s d}&ggn substituted by R61, in whi ch R61 is
-4C- al car bon R7 is phenyl, Het2, R71- and/or
2'S'élﬁt xé$ rt????getg%bstltut ed phenyl, R74- and/or
RS -ishudeopent ut ed Het 2, or naphthyl, in which Het2 is a
@eter oaryl radical selected fromthe group consisting

s 57 oot ST BERESPE 5P 6P oot el and Rt are ot

hydmmen hal ogen, nitro, trifluoronethyl, 1-4C alkyl,
ﬂe%.aétmmw@memxycmwe fdi - 1-4Cal kyl ami no,

37 arsny e RORENG R amal s b sl sfpnipiyh whion

M%van@qlv' Ryridinyi o aWaeldgen, R72 is 1-4C al kyl,
R714 Gs ket ehiRfine] méfhod! &ﬁﬂétbiﬂé’tﬁnh@ QY AryloAy/i3 whith 1- 4C- al kyl
%I %éfh %Lég%%dﬂ'@ gl]r |E§vh|ch 4C-al kyl, trifluoronethyl,

al kox oxycarbonyl, nitro, phenyl or
BH&Asshese. " R75 is 1-4C al kyl
R72 is methyl, tert-butyl or methoxy,

R73 is methyl, tert-butyl or methoxy,

R8 is phenyl, cyano, phenylcarbonyl or -C(O)-N(R82)R83, in which

R82 is hydrogen, methyl, ethyl, iso-propyl, iso-butyl, cyclohexyl, cyclopropyl or phenyl,

R83 is hydrogen or methyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
pyrrolidinyl radical;

under the provisio, that,

when R5and R51 are both hydrogen, then

R8 s other than phenyl, phenylcarbonyl or -C(O)-N(R82)R83, in which

R82 is hydrogen, methyl, ethyl, iso-propyl, iso-butyl, cyclohexyl, cyclopropyl or phenyl,

R83 is hydrogen or methyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
pyrrolidinyl radical;

and the salts, stereoisomers, hydrates and hydrates of the salts of these compounds.

Compounds according to aspect b more worthy to be mentioned are those of formula 1, in which

R1 is halogen, nitro, amino, 1-4C-alkyl, 1-4C-alkoxy-2-4C-alkoxy, or completely or predominantly
fluorine-substituted 1-4C-alkoxy,

with the provisio that R1 is not trifluoromethoxy,

R2 is hydrogen or 1-4C-alkoxy,

R3  is hydrogen or 1-4C-alkoxy, or



R8 is phenyl, cyano, phenyl carbonyl, -C(O -NR82)R383
-C(O-0R9, in which R82 is hydrogen, 1-4C- al kyl,
w@20080e31e9 oal kyl or phenyl, R83 is hydrogen orPCT/EP2004/051307
1-4C-al kyl, or R82 and R83 together and wth inclusion
of the nitrogen atom to which they are bound, forma
heterocyclic ring radical selected fromthe group
consi sting of pyrrolidinyl and piperidinyl, RO is
1-4C-al kyl; under the provisigs that,when R5and R51
are both hydrogen, then R8 is other than phenyl,
Bhend/RZeaubdtuythg ben@f @)g- MigieRB ) dRBBpasition @ ibh 6RE, togetherdoint & completely
R82 drrdddifin ri -2C- GG
oo SOOI Al R 5
get REFIFhY vﬁct' 'ncl usi on of the nitrogen atom to
B ghhydreggn erredCeadiyhd, form a heterocyclic ring radical
rel qgﬁ@%gg,{ om the group consisting of pyrrolidinyl and

er RO is 1-4C-al kyl; and the salts,
12#1 %b’%?g%%rs hydrates and hydrates of the salts of
ehese corrpounds. Conpounds according to aspect b in

mrt,g},ﬁw}o@én worthy to be nentioned are those of fornula

i h Rl is chlorine, fluorine, nitro, am no,
M" 'Swarﬁerl’hoxyet hoxy or difluoronethoxy, R2 is

'Fﬁ/dr'%@@f?g%ﬂmﬁé‘ﬂ'ﬁﬂwy R3 is hydrogen or nethoxy, or Rl

R i€Rdger sl 114e-dilye benzo ring noiety in
%rtho position to each other together forma

i fl uor onet hyl enedi oxy bridge and R3 is hydrogen, and
fydrogan, R2 and R3 i's bound to the 10-position of

Rahe lsf)lyyﬁfogéro[ 2.1-alisoquinoline ring, R4 is hydrogen or

pggat 5 rogen or nethyl, RS is hydrogen, R51
f?y{ ?%gg%xyéa?bon%4 is hydrogen, R4l is hydrogen, RS is

I'T"@dr‘ dR9% nethyl, R51 is hydrogen or nethyl, or R4
ars hydrogen, R4l is hydrogen, R5 is nethoxycarbonyl,

FPandiR B4t A0 a 3-4C-alkylene bridge and R41 and R51 are both hydrogen,

R6 is 1-6C-alkyl, formyl, or 1-4C-alkyl substituted by R61, in which

R61 is 1-4C-alkoxycarbonyl,

R7 is phenyl, Het2, R71- and/or R72- and/or R73-substituted phenyl, R74- and/or R75-substituted
Het2, or naphthyl, in which

Het2 is a heteroaryl radical selected from the group consisting of furanyl, thiophenyl, pyrrolyl,
pyridinyl, quinolyl, indolyl, benzothiophenyl and benzofuranyl,

R71 is hydroxyl, halogen, nitro, trifluoromethyl, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di-1-4C-
alkylamino, 1-4C-alkylsulphonylamino, tolylsulphonylamino or aryloxy, in which

aryl is R711-substituted phenyl, in which

R711 is halogen,

R72 is 1-4C-alkyl, 1-4C-alkoxy or 1-4C-alkoxycarbonyl,

R73 s 1-4C-alkyl or 1-4C-alkoxy,

R74 is 1-4C-alkyl, trifluoromethyl, 1-4C-alkoxy, 1-4C-alkoxycarbonyl, nitro, phenyl or phenyloxy,

R75 is 1-4C-alkyl,

R8 s phenyl, cyano, phenylcarbonyl, -C(O)-N(R82)R83 or -C(Q)-OR9, in which

R82 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl or phenyl,

R83 is hydrogen or 1-4C-alkyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
heterocyclic ring radical selected from the group consisting of pyrrolidinyl and piperidinyl,

R9 is 1-4C-alkyl;

under the provisio, that,



or R4 and R5 together forma tetranethyl ene

(- CH2- CH2- CH2- CH2-) bridge and R41 and R51 are both
whiyasogary R6 is nmethyl, ethyl or methoxycar borgi/geivgd/951307

R7 is phenyl, Het2, R71- and/or R72- and/or

R73-substituted phenyl, or naphthyl, in which Het2 is

i ndolyl, pyridinyl or quinolyl, R71 is hydroxyl,

chl orine, nethoxy, dinethylamno, or aryloxy, in which

aryl is R711l-substituted phenyl,_ in which R711 is

chlorine,R72 is nethyl, tert-butyl or nethoxy, R73 is

wreh RBand Raa fate-Hotht ydrogen, #et hoxy, R8 is phenyl, cyano,

Iﬁh € r?é'&tﬁﬁ 'EI‘%R Bb(ényl ph%@qarti%ﬁs %L@%R%R&q @éof&g il éﬂh i ch

g 0- pro I'so- but yl ,
WCI'%WSS?W”1 9@Fké$'p? 5$§Y°1°6p‘y'ﬁh@1?9¥' R83 i s hydrogen or
REst hs/tydrogen dR8ACaeiigH, 883 t oget her and with i ncl usi on of

&d&eanahhﬁ egaﬁbraﬁaﬁmh |ﬁc§hs}@nbﬁneltﬁ&% ?{)ﬁ\ Q%Eﬂ' hef Q6 Bbéhd form a

pyrrolid IS under th
b1 VPG mrad'%h%eﬂ?Cﬁe 3pfe teroug et iRa P! HXIEPM@/éPPd AR
B iisi1-¢¢-hlkyl; t han phenyl, phenyl carbonyl,

an@ﬁl‘@salﬂ( 8RR 0 ﬁyd'rags%d tHPated & th‘é@blférbf loﬁé% Pounds.

hydrogen, methyl, ethyl, 1so-propyl,
cycl ohexyl, cycl opropyl or phenyl, R83 IS hydrogen or
met hyl , or R82 and R83 toget her and W th inclusion of

(E‘d'r\fboﬁHdE %&Q@ﬁhg@é éHEbcthh (M’llcﬁl@r WdRBY todk eheRfNBEare ﬁ%%é%f@ormula I, in which
1 oo o€ Sy aind, e B eneindy af st

Rl ﬂ@yélfongm@ﬂ@mmounds Conpounds according to
mﬁp@é:ﬁyd&gmrmeu@wb.y to be rrenti oned are those of

Fgfo @J Iﬁakbqund ? \ﬁ% %f}rkzo nng TOI%& rtho ré(')stg%ﬁ éo qaﬁrb )(()§p’er 6orgether form a
conﬂ!ﬂé‘tf@m?ﬁhxhne@?@@d@ﬁemﬁﬁpjﬁ Wﬂ'@@ﬁnb ne- substi t ut ed
ahd AéRedf ROXRPZ, anfRR3 isbolnddEthal18.9¥attion BBhé ByriblofpG-akdihpline Rdg,

'ifs %ylglplg%qlrb &Lﬂhg" 4C-al kyl, R4l is hydrogen or

4 § hydrogen, R51 is hydrogen, or
is hydrogen or methyl,

R5 is hydrogen,

R51 is hydrogen,

or

R4 is hydrogen,

R41 is hydrogen,

R5 is hydrogen or methyl,

R51 is hydrogen or methyl,

or

R4 is hydrogen,

R41 is hydrogen,

R5 is methoxycarbonyl,

R51 is hydrogen,

or

R4 and R5 together form a tetramethylene (-CH,~CH,-CH,-CH,-) bridge and R41 and R51 are both
hydrogen,

R6 is methyl, ethyl or methoxycarbonylethyl,

R7  isphenyl, Het2, R71- and/or R72- and/or R73-substituted phenyl, or naphthyl, in which

Het2 is indolyl, pyridinyl or quinolyl,

R71 is hydroxyl, chlorine, methoxy, dimethylamino, or aryloxy, in which

aryl is R711-substituted phenyl, in which

R711 is chlorine,



R4 is hydrogen, R41 is hydrogen, R5 is hydrogen or
1-4C-al kyl, R51 is hydrogen or 1-4C-alkyl, or R4 is
woyasogary R41 i s hydrogen, R5 is 1-4C al koxyceebap2ob4/051307
R51 is hydrogen, orR4 and R5 together forma

3-4C-ai kyl ene bridge and R41 and R51 are both
hydrogen, R6 is 1-6C-al kyl or 1-4C-al kyl substituted
by R61, in which R61 is 1-4C-al koxycarbonyl, R7 is
phenyl, Het2, R71- and/or R72-,and/or R73- substi t ut ed
phenyl, R74- and/or R75- substlﬁut ed Het2, or naphthyl,
R72 dmnethyl Hert-Butyl or raethedyer oaryl radi cal sel ected from

e [ f furanyl, thiophenyl, pyrrolyl,
k73 @Hﬁ%y t&rpﬂlﬁ)ggllth%mm@ @SNRbenZOthl ophenyl and

nz%?*lﬁf‘!ér‘r‘wm @?iﬂqaémﬂx}d? (RERAS 9HEHOI-ARY: ffbﬂhlch
R32 fid hydrogere trietl, etfiyl, 446-padpyly iso-bityl Adyclatiek @)y clomopynar phenyh o-
;@53d|,3 ﬂyd,% G&l devletl B0, 1-4C al kyl sul phonyl am no,
ﬁg?ﬁ%%gg n%lamno oraryl oxy, in which ﬁ\g

d 853 0psthe’ pativiiediupion of the (iiogen ateate V%h§h YG’Q@H‘,’""R“?Q"E‘

i s DPyddidiaylkagical, 1- 4C- al koxy or 1-4C-al koxycarbonyl, R73
kS s fihablatly;or 1-4C al koxy, R74 is 1-4C al kyl,
trifluoromnet hyI 1- 4C- al koxy, 1-4C- al koxycar bonyl,
nitro, phenyl or phenyloxy, R75 is 1-4Calkyl, R8 is
Lp"h%frilyel provisjeathet, phenyl car bonyl, -C(O) - N(R82) R83 or
wieh Rbarfdr1 al'erboWHy&B eR&Ked s hydrogen, 1-4C-alkyl,

% 08 SRR vt oot sl g T o inveiesi o
2 t'EHB'dWQQW oglevl. el igo-prapyiniag-bitylt dyelghexyl ey tiennortl orfpbenm, a
feat w@amgéd&ﬂe{hwgorr adi cal selected fromthe gr oup

Iﬁiﬁ}éﬁ ﬁ%ifggeﬂ?er arﬁym{h c'(léjs%rrq é Vttllegrlpltgogen %er Itg {Wﬂéwh%%rﬁ bo%lfom a
are%‘?ﬁ'ﬁ'"ﬂt}%lcé'gen then R8 is other than phenyl,
REhemyrhamy basiyl;, - C(O - N(R82) R83 or -C(O-0R9, in which
Aﬁﬁ ?he sﬁltsh%%%ﬁ%mhs ﬂlyd?’a%s%lng Myolate}c?? g:iF %A’Ifilof’@%salom%unds.

rogen or

Compounds according to aspect ¢ more worthy to be mentioned are thase of formula I, in which

R1 is halogen, nitro, amino, 1-4C-alkyl, 1-4C-alkoxy, 1-4C-alkoxy-2-4C-alkoxy, or completely or

predominantly fluorine-substituted 1-4C-alkoxy,
R2 is 1-4C-alkoxy,
R3 is 1-4C-alkoxy,
R4  is hydrogen or 1-4C-alkyl,
R41 is hydrogen or 1-4C-alkyl,
R5 s hydrogen,
R51 is hydrogen,
or
R4  is hydrogen,
R41 is hydrogen,
R5 s hydrogen or 1-4C-alkyl,
R51 is hydrogen or 1-4C-alkyl,
or
R4 s hydrogen,
R41 is hydrogen,
R5 is 1-4C-alkoxycarbonyl,
R51 is hydrogen,
or



R82 and R83 together and with inclusion of the

nitrogen atom to which they are bound, forma
whedosoaayel i c ring radi cal selected fromthe gr@UPpP2004/051307

consi sting of pyrrolidinyl and piperidinyl, RO is

1-4Cal kyl; and the salts, stereoisoners, hydrates and

hydrates of the salts of these conpounds. Conpounds

according to aspect ¢ in particular worthy to be

mentioned are those of formula,l, in which Rl is

chlorine, fluorine, nitro, amno, nethyl, methoxy,

RearvicRoyegdirexipmos dUClalkglems mitifioand R4Rand R51rEed thiyydrogen, | S

t b dtoth
ﬁ% B%ﬁe-a@(ﬂ%r?g?ﬁlkﬂ Ut&m %é@?aﬁshaw ggrl neorl ng, R4
Re! Hy hifoglerverd ‘?‘h‘é’thyl R41 i s hydrogen or nethyl ,R5 is

R¥ dri giesnyl, F&t2, RA- bryﬂ:rr Gge+and/or R‘F&ﬁlsubaitdﬁedohmmmm%ﬁb/dr R75-substituted

hydrlgﬁg; ogen or nethyl, R51 is hydrogen or
net h Brnaﬁ%)&lﬁ% h§dro en, R41 is ha/drgrtgen R5 is
ngroi fu

%%b?!%fP%ﬁ%ﬂ'ca' gled OmihﬁlgtpgeﬁonS@ A furany. thigphenyl, pyrrolyl,
togaiymmyl fqpimolylaintiahyl, rbaaniqphmyeanﬁbéEHBfu@hﬁ CH2- CH2-)

Rf4 ngﬁydﬂﬂﬂ @%e@ﬂﬂo F@Lon@h@th of. Ekf ﬂr%ﬂgox?@anha) moano- or di-1-4C-

of oxycar

z’Y m«» AT S T A A R A "pwéﬁw

a;ryl nefRrt sybstituted phdnyCin wheb2 s i ndol yl, pyridinyl or
Rt NOhdgen,R71 is hydroxyl, chlorine, nethoxy,

l%)2115 EXJ@@MH%%IL%H 8‘%{7?(3 X'}“ﬁ‘y%‘ﬁv‘\’ghc g?irly: s,I ihl orine,

RIB2 i$ B4AGralkyipt 1-4¢-elkoxybut yl or et hoxy R73 is nethyl,

R tis DuE Wyl Ofif Hi%hn@ Y 1-46R1kb dxycerd@AOnitro, phenyl or phenyloxy,
ergl g@ @Séin;/lu SR R82}§§'R83 or J )ﬂoﬁeéc’ O whlon oY
271S ogen nethyl et hyl, iso-propyl, iso-butyl,

RS/ c I'%W@RX} |cyangyritenyigadionyl, Q(O)M% or -C(O)- OR9 in which

R82 is hydrogen, 1-4C-alkyl, 3-7C-cycloalky! or phenyl,

R83 is hydrogen or 1-4C-alkyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
heterocyclic ring radical selected from the group consisting of pyrrolidinyl and piperidinyl,

R9 is 1-4C-alkyl;

under the provisio, that,

when R5and R51 are both hydrogen, then

R8 s other than phenyl, phenylcarbonyl, -C(0)-N(R82)R83 or -C(0)-OR9, in which

R82 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl or phenyl,

R83 is hydrogen or 1-4C-alkyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
heterocyclic ring radical selected from the group consisting of pyrrolidinyl and piperidinyl,

R9 is 1-4C-alkyl;

and the salts, stereoisomers, hydrates and hydrates of the salts of these compounds.

Compounds according to aspect ¢ in particular worthy to be mentioned are those of formula |, in which
R1 s chlorine, fluorine, nitro, amino, methyl, methoxy, methoxyethoxy or difluoromethoxy,

R2 is methoxy,

R3  is methoxy,

and none of R1, R2 and R3 is bound to the 10-position of the pyrrolo[2.1-alisoquinoline ring,

R4 is hydrogen or methyl,

R41 is hydrogen or methyl,



R83 is hydrogen or nmethyl, or R82 and R83 together and
wWith inclusion of the nitrogen atom to which they are
whowsao31tbor m a pyrrolidinyl radical, RO is metPgi/EP2004/051307

et hyl ; under the provisio, that, when Rdand R51 are
bot h hydrogen, then R8 is other than phenyl,
phenyl carbonyl, -C(O-N(R82)R83 or -C(O-0R9, in which
R82 is hydrogen, nethyl, ethyl, iso-propyl, iso-butyl,
cycl ohexyl, cyclopropyl or phegyl, R83 is hydrogen or
methyl, or R82 and R83 together and with inclusion of
Rie ishydroggen atom to which they are bound, form a

rrolsdi oyl radical, RO is nmethyl or ethyl; and the
'gﬂ t1§+wSF%}¥eoi sonmers, hydrates and hydrates of the
¥alts of these conpounds. Conpounds according to aspect
R nos lydsegert hy t o be nentioned are those of fornula I,
A WyeaRg&L is halogen, nitro, amno, 1-4C alkyl,

- 4C- al koxy, 1-4C-al koxy-2-4C-al koxy, or conpletely or

edOHIRERT e Wuor i ne- substituted 1-4C al koxy, R2 is

Ro/d ritydrogerorineth); al koxy, R3 is hydrogen or
ok- 4C- al koxy, or Rl and R2 bound to the benzo ring

%Pi et%, in ortho-position to each other together forma
ot WP or predoni nantly fluorine-substituted
R412 @ yvdiegérenedi oxy bridge and R3 is hydrogen, R4 is
H5 4Gs métkokyearddtyl, 1 S hydrogen or 1-4Calkyl, RS is
dr. n, RS51 Is hydrogen, or R4 is hydrogen, R4l is
ydr'sgggrr??erhS is 1-4Cal kyl, R51 is hydrogen or
a-4C-al kyl, or R4 is hydrogen, R4l is hydrogen, R5 is

R 4id-R8 togattist adrmQiélramdtBdent 3-CRY-BHROBACH O brifge #AR4ARund R51 are both
togeﬁwﬁ?nf orma 3-4C-al kyl ene bridge and R41 and R51
0

are hydr ogen,
R6  is methyl, ethyl or methoxycarbonylethyl,

R7 s phenyl, Het2, R71- and/or R72- and/or R73-substituted phenyl, or naphthyl, in which

Het2 is indolyl, pyridinyl or quinolyl,

R71 s hydroxyl, chlorine, methoxy, dimethylamino, or aryloxy, in which

aryl is R711-substituted phenyl, in which

R711 is chiorine,

R72 is methyl, tert-butyl or methoxy,

R73 is methyl, tert-butyl or methoxy,

R8 is phenyl, cyano, phenylcarbonyl, -C(O)-N(R82)R83 or -C(0)-OR9, in which

R82 is hydrogen, methyl, ethyl, iso-propyl, iso-butyl, cyclohexyl, cyclopropyl or phenyl,

R83 is hydrogen or methyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
pyrrolidinyl radical,

R9 is methyl or ethyl;

under the provisio, that,

when R5and R51 are both hydrogen, then

R8 s other than phenyl, phenylcarbonyl, -C(O)-N(R82)R83 or -C(0)-ORS, in which

R82 is hydrogen, methyl, ethyl, iso-propyl, iso-butyl, cyclohexyl, cyclopropy! or phenyl,

R83 is hydrogen or methyl, or

R82 and R83 together and with inclusion of the nitrogen atom, to which they are bound, form a
pyrrolidinyl radical,

RO is methyl or ethyl;

and the salts, sterecisomers, hydrates and hydrates of the salts of these compounds.



R6 is 1-6C-al kyl or 1-4C-al kyl substituted by R61, in

which R61 is 1-4C- al koxycarbonyl, R7 is phenyl, Het2,
weIms/oened or R72- and/ or R73-substituted phenyPCT/RF2004/051307

and/ or R75-substituted Het2, or naphthyl, in which

Het2 is a heteroaryl radical selected fromthe group

consi sting offuranyl, thiophenyl, pyrrolyl, pyridinyl,

qui nol yl, indolyl, benzothiophenyl and benzofuranyl,

R71 is hydroxyl, halogen, nitrg, trifluoronmethyl,

1-4C-al kyl, 1-4C- al koxy, am no

nmono- or di - 1- 4Cal kyl am no, 1-4C- al kyl sul phonyl am no,

EothptuRds REREY] 89436 CHhRE Mbr@ﬁ,'g%bé rﬂe R7.99 Ialre?ﬁ b of Brmuta Idr} ﬁlhiCh

11-sybsti tut ed phenyl, 1n e 11 al ogen,
RL ™ 32 Becbihuahie: smind Ay, o A ko G Ikems s By crareetly or
i s Iprepominaktlylflugrinebubb@utet k-afyalkoR74 i s 1-4C- al kyl ,
ke 1 ik RFRERSNYAC-alldoxft G al koxy, 1-4C al koxycar bonyl,
|Q'tr.o dphen%{[l1 r 'g)hengl oxy, R75 is 1-4Calkyl, R8 is
D erfy/ fVArRgsT o,"&ﬁﬂ #1°tar bonyl , - C(0O) - N(R82) R83 or
) RRaind torthenbengdnrin@gaviéty intppthie-pagpiian toleadiCethéritgdether form a completely
3- 7Gr gikBraRdY fuoRhe-SUBSIMe FERaliqfenBXiGy BHESR aRE R3 is hydrogen,

; 4C- al or R82 and R83 together and with i1 nclusion
%‘% tq?lg‘té"i%{kwbgen atom to which they are bound, forma

Rt dy budipeen @ 1r4Cradkyvt adi cal sel ected from the group
R® NS Bidioggn, of pyrrolidinyl and piperidinyl, RO is

= 4G - under the provisio, that, when Rdand R51
%?%%@Jtdﬁ\é%nydrogen, then R8 is other than phenyl,
PBhenyl carbonyl, -C(O-N (R82)R83 or -C(O-0CR9, in
Rhi adhy@Bdger, s hydrogen, 1-4C-al kyl, 3-7C-cycl oal kyl or

RAeNY i's hydrogen or 1-4Cal kyl, or R82 and R83
toget*%'grroggﬁd with inclusion of the nitrogen atom to

Bhi dhi-#¢rad¥lar e bound, form a heterocyclic ring radical
RH| aechydbgdrravrindChegkyyr oup consi sting of pyrrolidi nyl and
Hiperidinyl, RO is 1-4Calkyl; and the salts,

tereoi soners, hydrates and hydrates of the salts of
hedEVB8bunds. ~ Conpounds according to aspect d in
For tis hydiogen, wor t hy t o be nentioned are those of formula

R5  lign-4dbikdy&lbohgi, chl orine, fluorine, nitro, am no,
t%oxy, nmet hoxyet hoxy or difl uoronet hoxy, R2

thyl . nme
Fl&g I’]%F@%eéh or methoxy, R3 is hydrogen or nethoxy, or
®R1 and R2 bound to the benzo ring nmoiety in
PR dn ®5 RSBtk 16 4 DaCakflerRibife sh@BET ARIRSH AfeBofh hydrogen,

i BT VR Ryt B anERe 10, position of

R e isgly4G-glkasyqarbpod) i soqui nol i ne ri ng,

R7 is phenyl, Het2, R71- andfor R72- and/or R73-substituted phenyl, R74- and/or R75-substituted
Het2, or naphthyl, in which

Het2 is a heteroaryl radical selected from the group consisting of furanyl, thiophenyl, pyrrolyl,
pyridinyl, quinolyl, indolyl, benzothiophenyl and benzofuranyl,

R71 is hydroxyl, halogen, nitro, trifluoromethyl, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di-1-4C-
alkylamino, 1-4C-alkylsulphonylamino, tolylsulphonylamino or aryloxy, in which

aryl is R711-substituted phenyl, in which

R711 is halogen,

R72 is 1-4C-alkyl, 1-4C-alkoxy or 1-4C-alkoxycarbonyl,

R73 is 1-4C-alkyl or 1-4C-alkoxy,

R74 is 1-4C-alkyl, trifluoromethyl, 1-4C-alkoxy, 1-4C-alkoxycarbonyl, nitro, phenyl or phenyloxy,

R75 is 1-4C-alkyl,

R8 is phenyl, cyano, phenylcarbonyl, -C(0)-N(R82)R83 or -C(0)-OR9, in which

R82 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl or phenyl,



R4 is methyl, R41 is hydrogen or nethyl, RS is
hydr ogen, R51 is hydrogen, or R4 is hydrogen, R4l is
whyasoeary RS is methyl, R51 is hydrogen or nep¢/EP2004/051307

R4 is hydrogen, R41 is hydrogen, R5 is

met hoxycar bonyl, R51 is hydrogen, or R4 and R5

together forma tetranethyl ene (-CH2- CH2- CH2- CH2-)

bridge and R41 and R51 are both hydrogen, R6 is methyl,

ethyl or nethoxycarbonylethyl, K . R7 is phenyl, Het2,

R71- and/or R72- and/or R73-su‘rbst|tut ed phenyl or

R&Bp Hé hydrogen or 1WCHalityl, blet 2 i1s a heteroaryl radi cal

ﬁi %gthg t(%étﬁ%‘fb&r]\ﬁlluﬂ (%é‘?)n Bplgg hﬁ%deﬂ gto%f tofv\}tll cﬁ‘ mék are bovnd form a

benZte Pd'%ﬂhif %@H ifew?%ﬁw co'rwns %f PYTSP&W wkymd piperidinyl,

R dsi-n@,alkylﬁt hoxy di met hyl am no, or aryl oxy, in which

aryl is R711-substituted phenyl, in which R711 is

chI orine, R72 is nethyl, tert- butyl or nethoxy, R73 is
YRIETHYA Provisia-theabut yI or met hoxy, R8 is phenyl, cyano,

\pHee RpbrekRad @reftoth hy@péan: hkR82) R83 or C(O) CRQ i n which

15%82 id &héﬁlﬂ% PR, pHEﬁ)tlcgéYt%onyl ebh??'N(R@@%%% Ré SR V!

cl o ex opL 9 ydrogen or
(/pydro ?” ﬂzéé ﬂgﬁ yoloatd Ph@?e“‘é{nd Wi t h i ncl usi on of
R&%e lmlnmloggeaﬂalﬁcathyl oo whi ch they are bound, forma
Wéng Risl ’toBé‘tﬁer lAdifholusiaR of the ﬁﬂ?&d@)‘ biofd to %’EN khey Hr@%@undwaﬁn a

{
R8 | f?é([ﬁ(:}{]cg? r'@ﬂg%%ﬁ%@S%mBH@M@tﬁ&ﬁ?W of p\}/rrolldl { and piperidinyl,
RC( @ 1-Mg-B8%) R83 or -C( O -OR9, in which R82 is

4t HeQER ste@BiEdMErs, hykdWsland hﬁﬁat@sf & ﬁﬁélsalts|o$fﬁe§é%¥|bmunds
cycl ohexyl, cyclopropyl or phenyl,

Compounds according to aspect d in particular worthy to be mentioned are those of formula |, in which

R1 s chlorine, fluorine, nitro, amino, methyl, methoxy, methoxyethoxy or difluoromethoxy,

R2 is hydrogen or methoxy,

R3 s hydrogen or methoxy, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a
difluoromethylenedioxy bridge and R3 is hydrogen,

and none of R1, R2 and R3 is bound to the 10-position of the pyrrolo[2.1-a]isoquinoline ring,

R4 is methyl,

R41 is hydrogen or methyl,

R5 s hydrogen,

R51 is hydrogen,

or

R4  is hydrogen,

R41 is hydrogen,

R5 is methyl,

R51 is hydrogen or methyl,

or

R4 is hydrogen,

R41 is hydrogen,

R5 is methoxycarbonyl,

R51 is hydrogen,

or

R4 and R5 together form a tetramethylene (-CHy-CH,-CH,-CH,-) bridge and R41 and R51 are both
hydrogen,



R83 is hydrogen or nmethyl, or R82 and R83 together and
wWith inclusion of the nitrogen atom to which they are
whowsao31tbor m a pyrrolidinyl radical, RO is metPgi/EP2004/051307

ethyl; and the salts, stereoisoners, hydrates and
hydrates of the salts of these conpounds. A speci al
interest in the conpounds according to this invention
refers to those conpounds of forrmula | which are
included -within the scope Of'#r}i S invention- by one
or, when possible, by nore of e foll ow ng speci al
Bérb dsl methyit ethyl &k nigtrecycatbomyidiiod]i nent (embodi nent 1) of

khe i¢ Mﬂ% R‘?’F %9?/9:‘ 8. érfa/& R*zsssd mﬁi}ﬁﬁ%& ngmﬂ oﬁﬁ@@@ﬂ lch

{612 i BORYIetontSpleciafl oy e PRSP RISt e cHBBEHeR ol
(errmydaimmmwr@wl nflolyl renzdiqpbenytisd derzofudinylg to this
Rﬂvqgwdaﬁynr&foﬁnes nkmo;w&xﬁl@mgagme%p%ogf f“mrcnul al,in

er speci al enbo

%@nﬂ%@ﬁﬁéHESt'g'%%BFeWh@"@!ﬂ‘rpounds accor di ng to this

Retenetilgine.r ef ers to those conmpounds of formula 11 in

R qgmaﬂyntgnmggp,gan@ and R41 is hydrogen. Anot her
odi nent 4) of the conpounds

acco?'a ‘H@r[?'g lftﬂe%m?tﬁ??‘é’ntl on refers to those conpounds
RE fipphenyl.coyand, phenyidaronyl RG(Q)N(RE2RB3ar H3(D)-OBY; dmvhichr

R824 Gs Rdloay, ﬁféfhbloéw)ll isodi6hylRRA-biitH, BY¥eHR( Qﬂclop%]:% &%ﬁenyl
SReGl ﬁ‘ldro nbo 'eﬂ-PPt (enbodi nent 5) of thé conpounds
accor din s nventi on refers to those conpounds

Rf2 ang Rﬁ@’pogethe_[ apchwithinciusioraf the nitigagn eigento wiigh they are bound, form a
hy dropg€iginylRlicals cyano; or, in particular, 1-4C alkyl,

2C- al kyl , especi ally met hyI ; and R51 i s
%’4% rﬂ%ﬂ@f)'gét%ch as e.g. 1-2Cal kyl, especially
met hyl; or, in particular hydrogen. Another speci al
l@ﬂ@'ﬂhﬁ[ﬂﬁfﬂio fratybodi nent 6) of the conpounds according

to those conpounds of formula
vh%nhgérﬁi RSq\éﬁe%{hQer% %FI such as e. _2C al kyl

T, (R LD BT OHCaToats R NN o0 1 ek
RA2e ¢4 laidrogerh ovelihyipatityl, (serpoupgli is@ biityl, ) claHexyl, R§ciaBERYaPBkSY,
F@gcqgr%,@ ntd?n{emylsor' nvention refers to those conpounds

1982 am? l’qu gett|1e]F arll with mc? IglorB grf t||1§ nltpo)égrg gtgm to which they are bound, form a
pyrrolidinyl radical,

RO s methyl or ethyl;

and the salts, sterecisomers, hydrates and hydrates of the salts of these compounds.

A special interest in the compounds according to this invention refers to those compounds of formula |
which are included -within the scope of this invention- by one or, when possible, by more of the
following special embodiments:

A special embodiment (embodiment 1) of the compounds according to this invention refers to those
compounds of formula I, in which

R8 is -C(0)-OR9, in which

R9 is 1-4C-alkyl.

Another special embodiment (embodiment 2) of the compounds according to this invention refers to
those compounds of formula |, in which
R8 is cyano.



R41 is hydrogen, R5 is 1-4C-al kyl, such as e.g.

1-2Cal kyl, in particular nethyl, and R51 is hydrogen.
w@a@therzspeci al enbodi nent (enbodi nent 8) of PEEEP2004/051307

conmpounds according to this invention refers to those

conpounds of formula I, in which R4 is hydrogen, R4l

is hydrogen, R5 is cyano, and R51 is hydrogen. Another

speci al enbodi nent (enbodi nent 9) of the conpounds

according to this invention refers to those conpounds

of formula I, in which none of Rl, R2 and R3 is bound

A@tl‘tehmedu@l—qmbsdlmem tenddoditnest Q)Wth@éo@{paun]:ls adcosling o i liriverdion refers to

{hbgégmﬁgmng@gff&mgg\mw%bodl ment (enbodi nent 10) of the
égnﬁoun s according to this invention refers to those

DRSS ormula |, in which none of RL and R2 is
Réurigihywdwgeme 7- or 10- position of the
pyrrol o[ 2. 1- a]isoquinoline ring, and R3 is hydrogen.

t her spe ment enbodinent 11) of the
@%ﬂ’ﬁbﬁﬂ?&@ 5@8@‘?@5 #g'obewmﬁwl‘% fithR GORPPYIS ?‘@P')@F‘g tq s fryyeyuign refers to
borgponpawdsdf fdrmovladifrawhich i n whi ch none of Rl and R3 is

RoU n§1 74@~atkl/'] Q:ygﬁo de -4@3%1!@%5&6@[‘ af the
Q% %@6’@h ]isoquinoline ring, and none of Rl and R3

and R2 is bound to the 7-position of the
pyrrolo[2 1-a]isoquinoline ring. Another special

/ﬂ’fb’ﬂ@ﬂéd@&ﬁtenﬁ)&fm&ﬁ teWBBdimé)s) Sind QARpSRAED ﬁg ﬁ)clﬁlg fn%rﬁ’i?narefers to

nventiqgn refers to those conpounds or mu
f“’seGHmB&W‘E%%ES{[ dlg!. ien koxy,
B44ﬁ§mﬂkn%y 2- 4C- al koxy, 3-7C-cycl oal koxy or
R417 Gs @b@ﬁlkylnethoxy, in particular Rl is

2 Ca 5C-cycl oal koxy
% ° % Qe o R LRy StesTt T2 el molyEon
512(',S ‘HF(R'Q%XJ sugf aste-oa 3-26-alkyl, eapedialy yethpinert ih eartieytes bydadgen.
enbodi ment (enbodinent 13) of the conpounds according

An%th%psl,p m&él%ﬁ@%‘h&? (e"rﬁ %r&?nrt] é?oftél%oc%%ﬂguﬁgg %)clégrg In%\i'% thig %Lg]fiénarefers to
thesg SpmprundsghENmda | Bpichal  enbodi ment (enbodi nent  14)

RE tisrR4C-alkpGuttts eaC CACEikiigin bartitutr hethiplysat i on refers to
RA10SEaRpREuUNds of fornula I, in which R3 is

1- 4C—alkoxy, in particular 1- 2C-al koxy, such as e.qg.

nmet hoxy. Anot her speci al enbodi nent (enbodi nent 15) of
Arothercapatial embisiingent @mblodigertt @) df Heompauadd acosrding fo@his intehtion refers to

thd2@ S 6mSRARYRARLT infiicAul @ 1, i n which

R4 s hydrogen,

R41 is hydrogen,

RS is 1-4C-alkyl, such as e.g. 1-2C-alkyl, in particular methyl, and
R51 is hydrogen.

Another special embodiment (embodiment 8) of the compounds according to this invention refers to
those compounds of formula |, in which

R4 is hydrogen,

R41 is hydrogen,

R5 is cyano, and

R51 is hydrogen.

Another special embodiment (embadiment 9) of the compounds according to this invention refers to
those compounds of formula |, in which
none of R1, R2 and R3 is bound to the 10-position of the pyrrolo[2.1-a]isoquinoline ring.



Rl is 1-4Cal koxy, 1-4C-al koxy-2-4C- al koxy,

3-7C-cycl oal koxy or 3-7C-cycl oal kyl net hoxy, R2 is
waz20080aed1koxy, R3 is hydrogen, and none of Rl aPdI/R22008051307

bound to the 7- or 10-position of the

pyrrol o[ 2. 1-aj i soqui noline ring. Another speci al

enbodi nent (enbodi nent 16) of the conpounds according

to this invention refers to those conmpounds of fornula

i, in which RL is bound to the,8-position of the

pyrrol o[ 2. 1-a] i soquinoline ring, and is 1-4C al koxy,

Anottler special efbodlmetCtediblidinignt 163bf the chrapuufldsta@cdrdiify to this invention refers to

o[ 2. 1- I : d
RS B 0 L T,

o8l Pidtfetd RAWH’&’@ e deordl- Péﬁ*t%‘d’f fe Ay [§Pqringline 1ipg, and

RE tidlgdogerpounds according to this invention refers to

t hose conpounds of formula I, in which RL is

1-4C- al kox 1-4C- al koxy- 2- 4C- al koxy, 3-7C-cycl oal koxy
Afotngr special ptobestinecy errbeHEY THieE e SOmpALARGIRCONNRIo R Inegntion refers 0
tiosé Cormpduodsyaf fofmdd harwhiheci aI enbodi nent (errbodl ment

r%ﬁé of#1 dnbIR3 %W@ﬁ!% 796 9 of e Fnym 4 ﬁﬁuﬁngfhefnn% and

oun ornu are

refers t

'PB?ﬂfLWe?éng'sg\y‘?rPQ?"s wn beI ow Anot her speC| al
Rehib balindrioribe {-posiion ofrieepyrdlO[R. 1elisdghieclioe iqounds accor di ng
to this invention refers to those conmpounds of fornula

Afl})@@sg‘f%@% %algf;}r%é@? @%{Q%@%}gt gg)é%l_he ygp@gp(ks&ggprqj'?g to this invention refers to
tyosg crrapauhdsadf foprhulel inasbich R2 i s hal ogen, such as e.g.
R>1h| @ 1Jit§‘-a|@6xyf1|4m5|k&§i2-48?audo§y 378y di@XYor 3Biﬁcbya9¢{i§:ln€éfthoxy,
amcR%r R3 is bound to the 10-positiop of
6' 2.1-a]isoquinoline ring. Another speC| aI
ptkoxy erdSoalkareRtiCatkpxy, B-5C1srcleatapou RPS-aideadirytiethgxy.
ifh moiemamcumventl on refers to those conpounds of fornula
Y o] i 2 koxy,
'411- 2@a¥%§€‘y’%§‘€saﬁ%%‘g‘% 5C- cycl oal koxy or
3-5C-cycl oal kyl net hoxy, R2 is bound to the 7-position
Aobthtrspediyl binbddibent (bmbddiraent 43)d0the BEmpounds,acédiding 16 this invention refers to

j r i is 1-2C al koxy, and none of
‘%L’%'{Sfﬂ’ﬁ%&“%wﬁ[' ﬂ?"g'cﬁﬁe 10-position of the

By r isgniorine. on igprdieasfiiiNene ring. Anot her speci al
enbodi ment (enbodi nent 21) of the conpounds according

ptnemuypéc.éu QM@dﬁHe‘ﬂp(eﬁlﬁﬁtﬁrﬁéﬂ ﬁ@ o¥ Jﬂe é&msa&am%%u ﬁtﬁ?gq& hhfisqwaﬁjioﬁ refers to

8-position o

"W?F?im?t"?sfffﬁﬁ%' MR ne r| ng and is 1-2C al koxy,
RSuc s 1a4C-akayy, impetriivolas/1-20R2Ikoxy, duchuasde-4. methory. 7- posi ti on of
the pyrrolo[2.1-a]isoquinoline ring, and is chlorine

or, fluorine t he posi tiaon of the
wﬁh?r&%craéewmegb%?@m?iﬁ%"haconaqeanq8§c<fr g hygggpntion refers to
thnge porapourds@f formula |, in which

R1  is 1-4C-alkoxy, 1-4C-alkoxy-2-4C-alkoxy, 3-7C-cycloalkoxy or 3-7C-cycloalkylmethoxy,

R2 is 1-4C-alkoxy,
R3  is hydrogen, and
none of R1 and R2 is bound to the 7- or 10-position of the pyrrolo[2.1-a)isoquinoline ring.

Anather special embodiment {embodiment 16) of the compounds according to this invention refers to

those compounds of formula I, in which

R1  is bound to the 8-position of the pyrrolo[2.1-ajisoquinoline ring, and is 1-4C-alkoxy, such as e.g.
1-2C-alkoxy,

R2 is bound to the 9-position of the pyrrolo[2.1-a]isoquinoline ring, and is 1-4C-alkoxy, such as e.g.
1-2C-alkoxy, and



nmet hoxy. Anot her special enbodi nent (enbodi nent 22) of
t he conpounds according to this invention refers to

wo bwsmooxaenpounds of forrmulae la or Ib as shownPGEEP2AN4/051307
in which as a first alternative, RL is hydrogen, R2 is
chlorine or fluorine, R3 is nmethoxy or ethoxy, or, as
a second alternative,RL is hydrogen, R2 is nethoxy or
et hoxy, R3 is nethoxy or ethoxy, or, as a third
alternative, Rl is nethoxy or_gthoxy, R2 is chlorine
or fluorine, R3 is nethoxy or ethoxy, or, as a fourth
BPt gsatdgere, R1 is chlorine or fluorine, R2 is methoxy
or ethoxy, R3 is nmethoxy or ethoxy, or, as a fifth

[ h th or
R NN LS il A
bodeadinpeints ¢fémbddl, imewitich23) of t he conpounds accordi ng

kD tn@i-acJamé!;@:nM@ Qlkéﬁfzez{csaul&y ts%@&cnmpm% ShiokiRiRth Ry,
R7 is naphthyl (such .
%%pﬂ?ﬁﬁ%@ﬁai yl), or R71- and/or R72 and/or

Ry 3-ist#eelkeyt ed phenyl, such as, for exanple,
4- hydr oxy- 3, 5- dinethylphenyl

éﬁog%: %gx | ¢ %B%dérﬁén enyzw&gﬁag) ithﬁg;car boé(%qng@[q to'this invention refers to
thmmpmmumiﬁeqitqrmulal, (high are tfromZasinulBe-ialof Ibhewn/bejow.
4- nnphollnosulphonylan1no- phenyl

é‘u ﬁ%F g\éméﬁ hﬁn @m%ﬂg%f the Rﬂralecwgqs aézﬁcgglpgatp this invention refers to
@Wﬁ@émﬁﬁﬁ¢“¥8Wﬂ@@Iﬁ%ﬂwm24) of the conpounds according

mo tii -3C-bIRMG M- 2@ Ak REBCSalHoRy, tafms&c:&énmo&@% @&:oélmrﬁatﬂoﬁy
a3 Budh b A ofifind érfgat?'f 'n which Het2 is

nDnoc ¢ or 705 to 10- menber ed

ot dt %9?$mWad|cal conprising one to three heteroatons

apd bneadf R\VR20Ad RS ist@lierth @@ 10:p6diiod ofthe pyro@SaiBbdumdlirefring.

nitrogen, oxygen and sul fur,

Another special embodiment (embodiment 20) of the compounds according to this invention refers to

those compounds of formula I, in which

R1 is 1-2C-alkoxy, 1-2C-alkoxy-2-3C-alkoxy, 3-5C-cycloalkoxy or 3-5C-cycloalkylmethoxy,

R2  is bound to the 7-position of the pyrrolo[2.1-alisoquincline ring, and is chlorine or fluorine,

R3  is 1-2C-alkoxy,

and none of R1 and R3 is bound to the 10-position of the pyrrolof2.1-ajisoquinoline ring.

Another special embodiment (embodiment 21) of the compounds according to this invention refers to

those compounds of formula |, in which

R1  is bound to the 8-position of the pyrrolo[2.1-a]isoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

R2  is bound to the 7-position of the pyrrolo[2.1-a]isoquinoline ring, and is chlorine or fluarine, and

R3 is bound to the 9-position of the pyrrolo}2.1-a]isoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy.

Another special embodiment (embodiment 22) of the compounds according to this invention refers to
those compounds of formulae la or Ib as shown below, in which

as a first alternative,

R1 s hydrogen,

R2 s chiorine or fluorine,

R3  is methoxy or ethoxy,

or, as a second alternative,



and which optionally contains a benzene ring, or a

fused bicyclic 9- or 10-nenbered, partially saturated
whedosoaayel i c ring radi cal containing a benzeneCT/EP2904/051307

and conprising one or two heteroatons, each of which

Is selected froma group consisting of nitrogen,

oxygen and sul fur, or N-oxy-pyridyl; such as, for

exanpl e, pyridyl, indolyl, quinolinyl, or indolinyl,

e.g. pyridin-4-yl, indol- 3- yl g ndol - 5-yl,

qui nol i n-4-yl, N—oxy pyri di n- 4 yl, or indolin-5-yl;or

Ry hshﬁﬂﬂemubstltuted Het2, in mhlch Hgt 2 has one of

khe iRahbNs defined afore, R74 is 1-4C-al kyl,
yllsul )& ?‘%‘X 4C- al kyl sul phonyl, or

(Cj'?eﬁf(’ﬁﬂ%t&‘?é?”ls, in which aryl is phenyl, or
(R,?als]atblub&ttennetiVEBd phenyl, in which R711 is 1-4C- al kyl,

K 135 hnethdxydfetidy! . R713 is 1-4Cal kyl, or R712 and
glﬁ?r&%et her and W|th i ncl usi on of the ni trogen atom

¢ HdYolife bound forma radical Het3, in which
Rﬂbtasmsthwlorethoxul,l n-1-yl, piperidin-1-yl or
sFossRfolrinRndnathe, Such as, for exanpl e,
sul | - pyrrol -3-yl,
47§ SRt B el 55
R2 pliemegthexyopétanxyl - i ndol - 3-y| , 1-
met hy/hathds BP&tdxy,l ndol - 3-yl, 2-nmet hyl - pyridin-4-yl,
3 asafﬂxlleﬁe(“ din-4-yl, 1-
di 5 6Su|phony|-|ndol 3-vyl,
RL nﬂﬁ'pﬁmwnb@mxphonyl -indol -3-yl. Another speci al
RTh GknétBaKy of @idxpdi ment  25) of the conpounds according

[ .S ion refers to those conpounds of fornula
'%30 F{uﬂ‘%}‘{%"gﬁ%ﬁf"?s 4- hydr oxy- 3, 5- di et hyl pheny! .

Anot her speci al enbodi ment (enbodi ment 26) of the
Aaothpospaels embaiMidht @REbbdiménd 23) of Y esHhpcdRds ey th Ehid iIMRRRON refers to

tﬁ&ggwgﬁdsq)fffotr@_ﬁaguinqvh, h |n which R7 is Het2, in which

- or 10-nenbered heteroaryl
730 isgphtpyd (Bieh %smg"éam@a'?@rwwé87h apdor G 2-rmgl/or Resybgiituted phenyl,

whi eixchiss, fersdxampled from a group consi sting of nitrogen,

?T(%Q%drg)@da StEMiphehfl] &Iﬂ?iﬂ lc?% &@Hﬁ al é&%ﬁg H}%M @ &rbamoyl-
§ po Bheghh & Haion Bietii v o7y, e ot 4-mophoino-
ac c eviphiongartioo-pteng, 4-metbyiduipbonylasfirerhertyd) or 2-fluoro-3,4-dimethoxy-phenyl.

Another special embodiment (embodiment 24) of the compounds according to this invention refers to
those compounds of formula |, in which
either
R7 is Het2, in which
Het2 is a monocyclic or fused bicyclic 5- to 10-membered heteroaryl radical comprising one to three
heteroatoms each of which is selected from a group consisting of nitrogen, oxygen and sulfur,
and which optionally contains a benzene ring,
or
a fused bicyclic 9- or 10-membered, partially saturated heterocyclic ring radical containing a
benzene ring and comprising one or two heteroatoms, each of which is selected from a group
consisting of nitrogen, oxygen and sulfur,
or
N-oxy-pyridyl;
such as, for example,
pyridyl, indolyl, quinolinyl, or indolinyl,
e.g. pyridin-4-yl, indol-3-yl, indol-5-yl, quinolin-4-yl, N-oxy-pyridin-4-yl, or indolin-5-yl;



those conpounds of formula I, in which R6 is

1-4C-al kyl, such as e.g. nethyl. Another speci al
wepdsmoirent (enbodi ment 28) of the conpounds aPCDEP10ng051307

to this invention refers to those conpounds of fornula

I, in which R6 is 1-4C al kyl substituted by

1- 4C- al koxycar bonyl, such as e.g.

2- met hoxycar bonyl - et hyl . Anot her speci al enbodi nent

(enmbodi ment 29) of the conpoungs according to this

invention refers to those conmpounds of fornmula I, in

which Rl is 1-2C-al koxy, 1-2C al koxy-2-3C- al koxy,

& 5C cycl oal koxy, or 3-5C cycl oal kyl net hoxy, R2 is

chlorine or fluorine, R3 is 1-2C al koxy, and none of

R, igB74sstisted Hetd iieht o t he 10- position of the

lﬂgtzrrtalsouﬂéofihean]neasuoggﬂsmefnemeforel, ng, and R4 is hydrogen,

AL .é§46¥ﬂ§|0é}ﬁ£hlph |'1§1 QSR 01' @(8 Ny 3, GY PG
R 1A ORI T TR

R51 Is artic
%udapfteavhtqﬁé* o %@1*%%99'@# fien
R rivl-8C-Alkyl- a] i soqui noline ring, and is 1-2C al koxy,

KZ2ii$1BediRgl, to the 7-position of the
rro{ géz a] i soqui noline ring, and is chlorine or

ﬁd? "i's bound to the 9-position of the
RE2reot 6723 logathersang uwithdhdlusien rof g, nitengen atemlte ABich litkeyxaye bound form a

and rRfical BethiQ@eN, R41 is hydrogen, R5 is hydrogen,
[ rogen, and R8 is cyano;

-2C-al kyl or cyano 51 is h

'i}%gr‘r%?yém%déﬂ' ?Y'ﬁ%ﬂ?'"ﬂﬁ?ryoboi'ﬂlﬁydg ¥ the 8-position of

uUplzasyfor exsmple2. 1- a] i soquinoline ring, and is

1 2@t&blk%ny|-§ﬂ£bh3@l$1-&ly&ul mylh%)és-yﬁ?pﬂr% %ﬁ&ﬁll ﬁ@olkgﬁr
n o | ,

! P AR A oG BN B%‘EY‘P.‘/&*W‘EM :

pyr ispedyiaminosgiphonykindeichil. demarpheinosulphpnyldndel-(t- al koxy

such as e.g. nethoxy, and

Another special embodiment (embodiment 25) of the compounds according to this invention refers to
those compounds of formula |, in which
R7  is 4-hydroxy-3,5-dimethylphenyl.

Another special embodiment (embodiment 26) of the compounds according to this invention refers to

those compounds of formula |, in which

R7 s Het2, in which

Het2 is a fused bicyclic 9- or 10-membered heteroaryl radical comprising one to three heteroatoms,
each of which is selected from a group consisting of nitrogen, oxygen and sulfur, which
optionally contains a benzene ring,
such as e.g. quinolyl or indolyl.

Another special embodiment (embodiment 27) of the compounds according to this invention refers to
those compounds of formula I, in which
R6 is 1-4C-alkyl, such as e.g. methyl.

Another special embodiment (embaodiment 28) of the compounds according to this invention refers to
those compounds of formula |, in which
R6 s 1-4C-alkyl substituted by 1-4C-alkoxycarbonyl, such as e.g. 2-methoxycarbonyl-ethyl.

Another special embodiment (embodiment 29) of the compounds according to this invention refers to
those compounds of formula |, in which
R1 is 1-2C-alkoxy, 1-2C-alkoxy-2-3C-alkoxy, 3-5C-cycloalkoxy, or 3-6C-cycloalkylmethoxy,



R4 is hydrogen, R41 is hydrogen, R5 is nmethyl, R51 is
hydr ogen, and R8 is cyano. Another special enbodi nent
w@ esoboaiteent 30) of the conpounds accordi ng t oP€TIER2004/051307
invention refers to those conmpounds of fornula I, in
which Rl is 1-2C- al koxy, 1-2C- al koxy-2-3C-al koxy,
3-5C-cycl oal koxy, or 3-5C-cycl oal kyl nethoxy, R2 is
hydrogen, R3 is 1-2C-~al koxy, and none of Rl and R2 is
bound to the 7- or 10-positiongof the
pyrrol o[ 2. 1-a]i soqui noline ring, and R4 is hydrogen,
RA1 is shidripdbrofyedine, RS 1 s hydrogen, 1-2C-al kyl or cyano,
RB1 ijﬁ_ﬁ)é@ﬁg,,gen, and R8 is cyano; in particular RL is
8-

bound to t

osi tion of

t he
Fyheet ¢: 12 AriRSdyraupbieities! Oropition of ha pyrelof2- bedisaguingling ring,
& i s hydrogen, R3 is bound to the 9-position of the
RY' righ);a[(%e,;g- a] i soquinoline ring, and is 1-2C al koxy,
'%ﬁgd&i\{di S hydrogen, R4l is hydrogen, R5 is hydrogen,

KPP or cyano, R51 is hydrogen, and R8 is cyano;

Ry nehyirgger, tl2Ckdligror Rand,s bound to the 8-position of
ke iPdfdardgb@[ 2. 1-a] i soqui noline ring, and is
1-2(12-23{k0§xy, such as e.g. nethoxy, R2 is hydrogen, R3
¢ bound to the 9-position of the

B/r rivtyefi®. 1- a] i soqui noline ring, and is 1-2C- al koxy,
iAgshics €. g. nethoxy,

R1
R2
R3
and
R4
R41
R5
R51
and
R8

is bound to the 8-position of the pyrrolo[2.1-aisoquinoline ring, and is 1-2C-alkoxy,
is bound to the 7-position of the pyrrolo[2.1-aisoquinoline ring, and is chlorine or fluorine,
is bound to the 9-position of the pyrrolo[2.1-a]isoquinoline ring, and is 1-2C-alkoxy,

is hydrogen,
is hydrogen,
is hydrogen, 1-2C-alkyl or cyano,
is hydrogen,

is cyano;

in more particular

R1

R2
R3

and
R4
R41
R5
R51
and
R8

is bound to the 8-position of the pyrrolo[2.1-a]isoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

is bound to the 7-position of the pyrralo[2.1-alisoquinoline ring, and is fluorine,

is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

is hydrogen,
is hydrogen,
is methyl,

is hydrogen,

is cyano.

Another special embodiment (embodiment 30) of the compounds according to this invention refers to

those compounds of formula 1, in which

R1
R2
R3

is 1-2C-alkoxy, 1-2C-alkoxy-2-3C-alkoxy, 3-5C-cycloalkoxy, or 3-5C-cycloalkylmethoxy,
is hydrogen,

is 1-2C-alkoxy,



and R4 is hydrogen, R41 is hydrogen, R5 is nethyl, R51

i s hydrogen, and R8 is cyano. Another speci al

wepdsmoirent (enbodi ment 31) of the conpounds aPCDEP10ng051307

to this invention refers to those conpounds of fornula

I, in which RL is 1-2C al koxy,

1- 2C- al koxy- 2- 3C- al koxy, 3-5C-cycl oal koxy, or

3-5C-cycl oal kyl met hoxy, R2 is chlorine or fluorine, R3

is 1-2C al koxy, and none of Rl,, R2 and R3 is bound to

the 10-position of the pyrrol o[2.1-a]isoquinoline

andmgne oiRd BnalR2 is bbund tae ™ or Fekpoditidn ity Begreo[2.1RiSoquiRoline ring,
drogen, 1-2C-al kylo r cyano, R51 is hydrogen, and R6

s 1-2C-al kyl or 2-nmethoxycarbonylethyl, and R8 is

R4 arodiogeparti cular Rl is bound to the 8-position of

R41e iphydrogérp[ 2. 1- a] i soqui noline ring, and is

As 2G5 Rlakady 1-2BZudisr BRHod to the 7-position of the

|$ rr.o'ﬁvo g 1-a iskgqﬂ%o 'ine ring, and is chlorine or
TudiMHR9eR3 is bound to the 9-position of the

adrrol o[ 2. 1-a]i soquinoline ring, and is 1-2C al koxy,

rgd i%a,i@ hydrogen, R41 is hydrogen, R5 is hydrogen,

1-2C-al kyl or cyano, R51 is hydrogen, and R6 is

P Kyl or 2- met hoxycar bonyl ethyl, and R8 is cyano;

R rplyogngtartitei Sepolsiéion of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy,

R2  is hydrogen,

R3  is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy,

and

R4  is hydrogen,

R41 is hydrogen,

R5 s hydrogen, 1-2C-alkyl or cyano,

R51 is hydrogen,

and

R8 s cyano;

in more particular

R1 is bound to the 8-position of the pyrrolof2.1-alisoquinoline ring, and is 1-2C-alkoxy, such as e.g.

methoxy,
R2 s hydrogen,

R3 s bound to the 9-position of the pyrrolo[2.1-a]isoquinoline ring, and is 1-2C-alkoxy, such as e.g.

methoxy,
and
R4 is hydrogen,
R41 is hydrogen,
R5 is methyl,
R51 is hydrogen,
and
R8 iscyano.

Another special emboadiment (embodiment 31) of the compounds according to this invention refers to

those compounds of formula I, in which

R1 is 1-2C-alkoxy, 1-2G-alkoxy-2-3C-alkoxy, 3-5C-cycloalkoxy, or 3-5C-cycloalkylmethoxy,
R2 s chlorine or fluorine,

R3 s 1-2C-alkoxy,

and none of R1, R2 and R3 is bound to the 10-position of the pyrrolo[2.1-alisoquinoline ring,
and



Rl i
pyrr

s bound to the 8-position of the
ol o[ 2. 1-a]isoquinoline ring, and is 1-2C al koxy,

wG@omk/oeH2®e. g. nethoxy, R2 is bound to the 7-poRCT/EPW04651307

t he
R3 i
pyrr

pyrrol o[ 2. 1-a]i soqui noline ring, and is fluorine,
s bound to the 9-position of the
ol o[2.1-a]isoquinoline ring, and is 1-2C al koxy,

such as e.g. nethoxy, and R4 is hydrogen, R41 is

hydr

ogen, R5 is methyl, R51 isghydrogen, and R6 is

methyl, and R8 is cyano. Another special enbodi ment
Rentisbldoget, 32) of the conpounds according to this
RAWV 68hydRderd, €f ers to those compounds of formula la as
ﬁhown bel'ow, in which R2 is methoxy, R3 is nmethoxy, R4
RS HyBgeh 2RV € chRr ogen, R51 is hydrogen, and in
R#li amhydregerf, ol | owi ng conbinations 1.) to 75.) of the
sHabst i tuent neanings for RlL, R5, R6 and R8 shown in

ble X apply. Table XX RL R5 R6 R8 1-) hydrogen
%@tH?reﬁﬁgﬁﬁrzﬂvgﬂﬁmﬁpTwﬁVﬂrogen met hyl et hyl
adhoxycar bonyl 3.) hydrogen net hyl
Rs mat Kaxy/car bonyl et hyl cyano 4-) hydrogen net hyl

net hoxycar bonyl et hyl et hoxycar bonyl 5.) hydrogen

2-
RS,

n met hyl cyano 6.) hydrogen hydrogen

Bl nes brorg/iodhetfopesiien ¢fyHe pyyelo(d.1-Aligoqtihalios fingeamigs HYC-alkoxy,
Reet hyboufy @M Bpasitibd si@Hel fYRoINE Y BYdoqiTRIIRY fingE sHU0X ik & ibrine,

71 o R A b oTpmaior e mo CA oy

ang )
R4

R41
RS
R51
and
R6
and
R8

fluorine hydrogen nethyl cyano

is hydrogen,

is hydrogen,

is hydrogen, 1-2C-alkyl or cyano,

is hydrogen,

is 1-2C-alkyl or 2-methoxycarbonylethyl,

is cyano;

in more particular

R1

R2
R3

and
R4
R41
R5
R51
and
Ré
and
R8

is bound to the 8-position of the pyrrolo[2.1-a]isoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

is bound to the 7-position of the pyrrolo[2.1-aJisoquinoline ring, and is fluorine,

is bound to the 9-position of the pyrrolo[2.1-ajisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

is hydrogen,
is hydrogen,
is methyl,

is hydrogen,

is methyl,

is cyano.

Another special embodiment (embodiment 32) of the compounds according to this invention refers to

those compounds of formula la as shown below, in which

R2

is methoxy,



12.) fluorine hydrogen 2-nethoxycarbonyl et hyl cyano
13.) fluorine hydrogen nethyl ethoxycarbonyl 14.)
w0 kawsidied hydr ogen 2- net hoxycar bonyl et hyl PCT/EP2004/051307

et hoxycar bonyl 15.) hydrogen cyano nethyl cyano 16.)
hydr ogen cyano net hyl ethoxycarbonyl 17.) hydrogen
cyano 2-net hoxycarbonyl et hyl cyano 18.) hydrogen cyano
2- met hoxycar bonyl et hyl et hoxycarbonyl 19.) fluorine
cyano methyl cyano 20.) fluorige cyano nethyl
et hoxycar bonyl 21.) fluorine cyano
B3 neis mettggyar bonyl et hyl cyano 22.) fluorine czﬁno

et hRirdgedr bonyl et hyl et hoxycar bonyl 23.) chlorine
ﬁALh%h tﬁyl cyano 24.) chlorine nethyl nethyl
g? o%b%ggﬁ%nyl 25.) chlorine nethyl
RSheis hgikagemr bonyl et hyl cyano 26.) chlorine nethyl

gad TR Whexe ﬁ:ﬂm@/éo%ahéﬁlonﬁ.g‘@ W.fé‘fﬁl#b%ﬁﬁit%ﬁt Meafifly¥b! B RS5, R6 and RS
sB_\(drog]e ta |~ cyano 28.) chlorine hydrogen
-OWB{%@EV%D }é/'nyl ethyl cyano 29.) chlorine hydrogen

a2l et hoxycar bonyl 30.) chlorine hydrogen .
2- TetEoxXycar bongg et hyt—ethpgycar bonyt—31—)—chi-orjigge

CH RN qydredenY ! Cym&RyI SZ. ) CNI gEthfi€ Cyano metrnyl cyano
e2.nQxydragenony| | mahy  ChI or | N@ethy ano ethoxycarbonyl
2. nethadageoar bojnpétit hyl ¢y an®maifiojycatbdngleihie  cyanq cyano
24 e thiidsisgenar bonéte hy| et hjpxmethotycarhdny@byl) hydr dahioxycarbonyl
)k mhydregenhy | nyeilegeny car bopweth86. ) hydr ogen net Hybano
- ) iy iegeRy | et hawothevpasbapvletiyl ) f | uqreyane
M AN TS T I iyl i t Hygyano
_'vv\—m QUU@,,\.-.ZIA t hyvl it %th, arhaonvl 20 \ f1] 114 bihﬂwbonyl
2o T fliorine -7 et 7T ) ZmétRoxycarkonyleyl” 7 " Tevang
"0 Atdrine 'TET ['y'mulﬁl oAV IV néthoxytarBonyletyl’ | - ) ethoxXycarbonyl
<HIS SR CaT DOThihdagdhy T TTEL R ar DOy T—= L. Ny GrQgl]
CieaN@udiie NYT  NEHyBggehC ar DONYI methexycdiBdAVEERAT CYaNY cyano
2t31ye gy car bqmybiegdny T NeT hastgar bonyl 43.) T 1 U0TinB&/carbonyl
cianduoret hyl nedyegenc ar bonly2-méifloxycdribongiethyie Cyana ethoxycarbonyl
25w thidisgeoar barmyéret hyl et hostwdar bonyl  45.) chl dryane
md) hpyvdregenhy| [raveneoxycar bojngéthl6, ) chl ori ne net Iethoxycarbonyl
7 K908 ar hqreyanst hy| net|owsthexveashopylatavl) chl or icyaso
Hea L hydiodenn s nISVaRt oy arlamethoxycarbonylethyl ethoxycarbonyl
) | fidorine~ 'cyano 7 | meihlyl cyano
20.) | fluorine cyano methyl ethoxycarbonyl
21.) | fluorine cyano 2-methoxycarbonylethyl cyano
22.) | fluorine cyano 2-methoxycarbonylethyl ethoxycarbonyl
23.) | chlorine methyl methyl cyano
24.) | chlorine methyl methyl ethoxycarbonyl
25.) | chlorine methyl 2-methoxycarbonylethyl cyano
26.) | chlorine methyl 2-methoxycarbonylethyl ethoxycarbonyl
27.) | chlorine hydrogen methyl cyano
28.) | chlorine hydrogen 2-methoxycarbonylethyl cyano
29.) | chlorine hydrogen methyl ethoxycarbonyl
30.) | chlorine hydrogen 2-methoxycarbonylethyl ethoxycarbonyl
31.) | chlorine cyano methyl cyano
32.) | chlorine cyano methyl ethoxycarbonyl
33.) | chiorine cyano 2-methoxycarbonylethyl cyano
34.) | chlorine cyano 2-methoxycarbonylethyl ethoxycarbonyl
35.) | hydrogen methyl methyl methoxycarbonyl
36.) | hydrogen methyl 2-methoxycarbonylethyl methoxycarbonyl
37.) | fluorine methyl methyl methoxycarbonyl
38.) | fluorine methyl 2-methoxycarbonylethyl methoxycarbonyl
39.) | fluorine hydrogen methyl methoxycarbonyl
40.) | fluorine hydrogen 2-methoxycarbonylethyl methoxycarbonyl
41.) | hydrogen cyano methyl methoxycarbonyl
42.) | hydrogen cyano 2-methoxycarbonylethyl methoxycarbonyl
43.) | fluorine cyano methyl methoxycarbonyl
44.) | fluorine cyano 2-methoxycarbonylethyl methoxycarbonyl
45.) | chlorine methyl methyl methoxycarbonyl
46.) | chlorine methyl 2-methoxycarbonylethyl methoxycarbonyl




48.) chlorine hydrogen 2-nmet hoxycarbonyl et hyl
nmet hoxycar bonyl 49.) chlorine cyano net hyl

woredohosdgear bonyl 50.) chlorine cyano PCT/EP2004/051307
2- met hoxycar bonyl et hyl net hoxycarbonyl 51.) hydrogen
met hyl ethyl cyano 52.) hydrogen nethyl ethyl
et hoxycar bonyl 53.) hydrogen hydrogen ethyl cyano 54.)
fluorine nmethyl ethyl cyano 55.) fluorine nethyl ethyl

et hoxycar bonyl 56.) fluorine hydrogen ethyl cyano 57.)
fluorine hydrogen ethyl ethoxycarbonyl 58.) hydrogen
c7anehlediniey| cyjehydro§éh ) hydrmeep cyano et hyl methoxycarbonyl

e@naxhlornebony| | HyBrogenf | uor i hEmetiaycarisdniigthylcy ano 6 elhoxycarbonyl

f49%) qrchipnecyang avaiey| et hoxymethtbonyl 62.) chl or i rienethoxycarbonyl

RIpH hlormeh\n Y@ 63 ) ch| 2mpthexyeasbanylpthgt hy | methoxycarbonyl

andydrogen oy 'meth < hi or hyhydr ogen et hyl cyan&ya®s )

hon! dﬁ?:ge et dBoihe nyl o .e:t{ﬁ\ icarbonyl 66 ) chl gelhagocarbonyl
. [ nl Al ro \ ~Ahl e-y o -ecvanon-—ot hvl Cyano

%W%"ﬂy_cﬁ%% L LY I T A cyano

HesNURYSAAL POy T _yat Ugﬁéfh et ||ly| €t 1|.y|| ethoxycarbonyl

@%W‘b‘ﬁﬁy%% Froorr g methyt—ethyt cyano

gzl Naxafaar DoNYThyddgeh f 1T UOT T4, Nydrogen ethyl ethoxycarbonyl

reah) haygraeh bonylcyanb. ) hydr og@my cyano et hyl cyano

re8y) hbdydragn bonylcyad. ) Tl uorjigigl cyano et hyl ethoxycarbonyl

900 hdvorioar bonylcyat®. ) chl orfieted net hyl et hyl cyano

949 hflugriseir banyleygw, ) chl orfiet®l hydr ogen et hyl ethoxycarbonyl
t)lnﬁh)@fmﬁr hony|methyl \ chl orlie¥¥! cyano et hyl| cyano

aRhJémg;_bg% m AW combinations —_in \hwathexycarbonyl

o4 [ chiding -~ | hydragen " T letE o pe pe it one

o 1 d
(: ‘%‘:l];‘:g:nhhu’bc \2§dr Rat ons,ir;'". whi \,h R8—i-s cya“.')eﬁ’ﬂ’ﬁcarbo"y'
)I ;er tt %Van'dyd' OUeIT | @ivF fur-ther—ore—wo 'ét’hm{y“arbonyl

13€.) TRytrdgBREd, |@htihyWNET €Dy T cCombT mat ToNS 1 10 fyetnds arbonyi

24 anebridd_ar e [netlye _enphasiagd, and Wer eby THe| methoxycarbonyi

gopbfluteihe ons 1 hydogeh, 6 andthyl are nore to be methoxycarbonyl
é%_mm andyasaer eby t Neetyonbi nation 7 i's i n| methoxycarbonyi
dad { fluaipear t o |lspanenphasi zgathyAnot her speci al methoxycarbonyl
dadoshlonpat ( er vhrent 33)| atvl t he conpounds accomdihpxycarbonyl
+/4.)  ghlqring n\/onf ihydtogens o 5 ¢/ pthyl methoxycarbonyl
75.) | chlorine ‘cyano ethyl methoxycarbonyl

whereby those combinations, in which R8 is cyano, are more worthy o be mentioned, and
whereby those combinations, in which R8 is cyano and R5 is other than hydrogen, are further more
worthy to be mentioned, and

whereby the combinations 1 to 7, 16, 24 and 35 are to be emphasized, and

whereby the combinations 1, 3, 5, 6 and 7 are more to be emphasized, and

whereby the combination 7 is in particular to be emphasized.

Another special embodiment (embodiment 33) of the compounds according to this invention refers to

those compounds of formula |, in which

Het2 is a fused bicyclic 9- or 10-membered, partially saturated heterocyclic ring radical containing a-
benzene ring and comprising one or two heteroatoms, each of which is selected from a group
consisting of nitrogen, oxygen and sulfur,
or

N-oxy-pyridyl.

Another special embodiment (embodiment 34) of the compounds according to this invention refers to

those compounds of formula [, in which

R71  is mono- or di-1-4C-alkylaminocarbonyl, carbamoyl, tetrazolyl, or -N(H)S(Q)-N(R712)R713, in
which



t hose conpounds of formula I, in which Het2 is a fused

bicyclic 9- or 10-nenbered, partially saturated
whedosoaayel i c ring radi cal containing a benzeneCT/EP2904/051307

and conprising one or two heteroatons, each of which

Is selected froma group consisting of nitrogen,

oxygen and sul fur, or N-oxy-pyridyl. Another speci al

enbodi ment (enbodi nent 34) of the conpounds according

to this invention refers to thpse conpounds of formula

I, in which R71 i s nono- or

&rt2lis44califyly| am nocar bonyl , carbanoyl, tetrazolyl, or

R $UDANGR712) R713, in whi chR712 is 1-4C al kyl
R713 s 1-2("86 or R712 and R713 together and with

-al kyl , or R7] : .
RAME s B3 dposthee ant withigelupion: @ ihe witregsn @l ieeyhickr taeyasa hgund form a
f or maeical dei3ciawhiclet 3, in which Het3 is pyrrolidin-1-yl,
PL@ e betdiain-1 ¥, pifdridlFPL I Dol Y\ Anot her speci al
en‘oold:'[ﬁrjﬁantI ()é’ 'gﬁidﬁgn)?g@%r&gﬁn%kle compounds accor di ng
to this invention refers to those conpounds of formnula
Anothen spegiabdmbladithentderiiodimeht-34) df@readoipbundasiocbing pitbig inlention refers to

thodcoftpkons S feRaBRY lin wdh - S(O) 2- N(R712) R713, in which
or R712 and

2 1S 1-4C-al kyl, R/13 is 1-4C-al kyl o
R 5 PRsg s h Y RHBHO iFGrBHUTIRDpmA Rl S MGG EARA oipobic
Rét2ihil-gb-akley are bound forma radical Het3, in which
Refsds hacrygr gl i din-1-yl, piperidin-1-yl or

halin-4-vyl. A notable. e di nent (enbodi nent a) of
BiePaR, s dagnes an b P ohc e THREPOEE: CoMpBRCA ound forn a
f or madieal Hat3iimwhiph ch R1 i s hal ogen, nitro, am no,
A&B s pyridlidin 1-iCpigdrikidil 130 orphbiidéyial Kyl ,  hydroxyl,
1- 4C- al koxy, ﬁ%liécr:lal kgf?;/- ?T 4&:@ koxy,
3-7C-cycl oal koxy, 3-7C-cycl oa! kyl met hoxy, or
conpletely or predom nantly fluorine-substituted
A ndibl@brkisrdinenREmbaiiniantls) @@ Rifiant N A8 nQfvehtidh tncbi&etMpounds of

,BﬁNh%I hysllpgen or 1-4C-al koxy, or R2 and R3 bound to
the bénzo ring noiety in ortho-position to each other

Rbgdt hrigoep.dyitiey gmine. meae-ley fidriCaalissaming 1-dgalkylohydrayl mie-#toxy, 1-4C-
bouretkokyp2-#GralivgNETC-tyclglkily| BTG cyclhalylinbiBoXyOsticbi@lgtell 8r predominantly

eac y,gkda&pdi r m a conpletely or predoni nantly
uorui ne-g% ggzlﬁ?%t%eacl!&%{’ 2C-al kyl enedi oxy bridge, or Rl

d 'RYIpeEh AP chk4GakeY: ring noiety in

RS t hohydmgen ordriCtatkoggon ot her together form a

R2 ZHHIV6LRINE tHe BEzo b AGEYy HYinERBoditin BYSER GG toRiher form a 1-2C-
alkylenedioxy bridge, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge and R3 is hydrogen, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge and R3 is hydrogen,

R4 s hydrogen,

R41 is hydrogen,

R5  is hydrogen or 1-4C-alkyl,

R51 is hydrogen,

R6 is 1-6C-alkyl, amino, formyl, or 1-4C-alkyl substituted by R61, in which

R61 is 1-4C-alkoxycarbonyl, carboxyl, 1-4C-alkoxy, hydroxyl, halogen or -N(R611)R612, in which

R611 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl or 3-7G-cycloalkyl-1-4C-alkyl,

R612 is hydrogen or 1-4C-alkyl, or



Rl and R2 bound to the benzo ring noiety in
ortho-position to each other together forma

waeewwploetied y or predonmi nantly fluorine-substit uP€HEP2004/051307
1- 2C al kyl enedi oxy bridge and R3 is hydrogen, R4 is
hydrogen, R41 is hydrogen, R5 is hydrogen or
1-4C-al kyl, R51 is hydrogen, R6 is 1-6C-al kyl, am no,
formyl, or 1-4C-al kyl substituted by R61, in which R61
is 1-4C al koxycar bonyl, carboxy], 1-4C- al koxy,
hydr oxyl, hal ogen or -N(R611) 2, in which R611 is
gﬁgrm@@ﬁﬂ ngéﬁelabddngh Ilail%lﬁnwj Rgifgﬁﬂ'dgyt agfn to which they are bound form a
-7G; devlo 1 - 4C- al kyl i s hydrogen or
1-48?2?{{7'?{?’ "Igbr(l‘l}'&gﬁl and R612 together and with
Heit | 158 Poff 7 drembared iteraige Beteraevstin ring ragigrlcRmprising oag aitregsn atgm, to
WidchnRet 1 nadiRE1@lareH@tidd, and)optibhatin oh:Etuﬂthérﬁetaroﬁtomts@IFcted from a group
- I f . .
SRS ARt 50 IR SOENELS ol MReh B g iown o
O8ickound, and, optionally, one further heteroatom

BeiBge 1-d@-afkylohT Greygloaky, LThejichblkynd-40falkgl, bydasge--4CakylgeAC-alkoxy-2-
and : ' 1Y SUBS d,
P N SmirGROAY, RRC oo Bl Y of by o
3- 7%JVE'§)'81“}5'a| kyl , 3-7C cycl oal kyl - 1- 4C- al kyl ,
R drie riyendl; HE2,2R My and/ot RAZ-aakikoRTB-bstidBedaphieny,, R74- and/or R75-substituted
o sl i, VLA o o A Ry which 1 pyri dyl
108 5 8 it e o R B Drmrmugres Potpa i) el one to tree
and/hsterdRipmssands ofivthieh éscselebtediiydm a Bibdp cansieting of nitrogen, oxygen and sulfur,
ﬁg;‘g 'i§%ﬁi<i'|{ﬂé{08é’n. h|g5,%¥?]rﬁf‘ﬁﬁlknmv%hyg / -4%?' l, flgéuaﬁ%&xy, amino, mono- or di-
- bt u i | _
non 012 y é?c'%ytl:aménro’ ?’ﬁg'é’%{']%i' gRyfgrnag any 'SMH'BPWB% fg§-alkoxycarbonyl,
het BN [1-4Calkydhia. avionp?-Cialieryorrdotyel-4Ghaliad aryloxy, aryl-1-4C-alkoxy,
het ekpatios ko%(ﬁa-_ﬂdt)-a[kﬁxyy\/fm' @Blkb@-ﬁﬁi-ﬁm,ﬂ r&iy%}%all@:!kﬁ éRhino-2-4C-
consj of ni.tro , en and sul fur i S .
o b, A br L B By Sitellly or fegianty fuorine-
1- 4eubstijuipd 1-4-alkoxminMNed,  ami no, nono- or di -
atyl 4 @ gtlefyy brervi1 n@ubstitutéCpladnidyih Sbikiphonyl am no,
l; am _ - rbonyl, carboxyl,
B IR MO R 80y A PR,
Ri2y 5alpogn, AdCzall 1-4C-glkgnyox -ACalkgpearborgl. al koxy, aryl ,
R34 G bdolky o2+-4alkdxoxy, 1-4C- al koxy- 1-4C-al kyl
gpdrn ; Or o v a A ,
orie A T B0 ) B a0 stamie
pr edSFFFLRRLOM. MoFhAIDG AL (P B RIBRURY, ~ i n
Rk dshi-40-glkyl phajpbemy| or R711- substituted phenyl, in
RYBI Ghaldgdnl hjdtoxiad-288Ry1, Lact oG htro
@ﬁ C ;{‘é | I%pr al o}g’;len, :gl}k%%l}bﬁ))(/ylkﬁ%(%%a (r)bfgyl’or
-45}/51 B AR R73'is 1-4C al kyl or 1-4C al koxy,
RR74 i9oyaneal ogen, 1-4C-al kyl, trifluoronethyl,

ahd %sﬁiskﬂé’r&oisoﬁﬁé?&ﬂ@dra@i&iaﬂ@hdeHiH%Q)f th@Ealts of these compounds.

di - 1-4C-al kyl am no, 1-4C- al koxycar bonyl, norpholi no,
carboxyl, nitro, phenyl orphenyloxy, R75 is 1-4C-al kyl
Adfrthier pesghigrembodiment (embodiment b) of variant 1 of the present invention includes

compounds of formula |, in which

R1  is halogen, nitro, amino, mono- or di-1-4C-alkylamino, 1-4C-alkyl, hydroxyl, 1-4C-alkoxy, 1-4C-
alkoxy-2-4C-alkoxy, 3-7C-cycloalkoxy, 3-7C-cycloalkylmethoxy, or completely or predominantly
fluorine-substituted 1-4C-alkoxy,

R2 is hydrogen, halogen or 1-4C-alkoxy,

R3  is hydrogen or 1-4C-alkoxy, or

R2 and R3 bound o the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge, or



R76 i s hal ogen, hydroxyl, 1-4C-alkyl, 1-4C- al koxy,

carboxyl or 1-4C al koxycarbonyl, R77 is 1-4C- al kyl or
wdaz0080aed1koxy, R8 is cyano, and the salts, PCT/EP2004/051307

stereoi soners, hydrates and hydrates of the salts of

t hese conpounds. A further notabl e enbodi nent

(enbodi nent b) of variant 1 of the present invention

i ncl udes conpounds of formula I, in which RL is

hal ogen, nitro, am no, nmono- o 5pll -1-4C- al kyl am no,

1-4C al kyl, hydroxyl, 1-4C- al koxy, 1- 4Cal koxy-

R2 46 R thoomq/to ti-béazoaing oilykinariho-pasifith-te yaeh otkitydetiet foax X completely

or 4E&md§%ﬁ£ﬁﬂ¥3uonﬁé E&gﬁﬂu&ﬂ%-ﬁwédé%iﬂ‘?d%“ Cf 'alt Egis

andsR4 Reupcigde Rsp=orring @%Em{s&w “PevioRzo st oler essthEioFa 1-20-
t he #dlgiepedioxy hipdgeandeRYis hydrageh,lvd- posi ti on to each ot her
Rea&t Iﬁp(;ouflrpﬂb 'iﬂeaoeﬂzoage %ﬁé#oqrpgrﬁ\b %&‘ tlotﬂ rté %@ﬁ oth&l" t%tr%mn@ completely

bound benzo ri
eac h°f8feH%'P'"?'B'§ 8!95‘@?‘3%"?%%1 ﬁlbf'%'ﬁélpv baﬁgemneaa.'ﬁ hydrageny
R4 uoshwsigsmbstltut ed 1-2C-al kyl enedi oxy bridge, or Rl
end RydeEmd to the benzo ring nmoiety in
tho1_g tion to each other together forma
ZCEI §T Medi oxy bridge and R3 is hydrogen, or Rl and
RO belwedebgem ot he benzo ring noiety in ortho-position to

RAGKY RS RAEhEGER A @irahhylarid (rcmin;bﬁL ¥HE bridbé 9%&%' R51 are both
fl uqr |8rne substituted 1-2C-al kyl enedi oxy bridge and

I S h)y P%d‘en R4 is hydrogen, R41 is hydrogen, R5 i s
RE 2ds hbleylkyl. a0, fosmylyal i dGeatky! S@bstlmﬂedam&GRﬁi wiighet her
RO n%mcxa%@m&hgll &mxﬁl i alkdAg xyCH&oaenka Lr\fdﬁ@nﬁibdz in which

ﬁéﬁ @%fo?gﬁ[ 1915-ealklyP§9(z‘l &ycqqa%glor g &Y ({a&gﬂ 16‘&05 yI!%6 1, in

Wl’zdﬁhmeﬁ@ﬂfc%@%woxycar bonyl, carboxyl,
3614@nalneoxybgeiny:dérﬂwih mdll@ioﬁQ:EEhletrcg&l( R6H t&)nﬂ@ﬂ%aeylaree bound form a

drogen, 1-4C-alkyl, 3-7C cycloal kyl or
% &%&1 II WIF%l 4C-al kyl, R612 is hydrogen or

'1e“4c',s %gﬂyf-me erpgafuratpdinetgsacyclic sige fadisa! Caerisip ehe nitrogen atom, to
which| Res1 el REf12 tafedotrid, sraigetiorill Bhd Mirthdh hetbroktbn eladtas fRmidigroup

Joﬁglﬁhnggit g;bé:rﬁ by z]ng Hﬂjr whi &Hlofgfﬁ/ LublsuiBy % c!?é@lon a ring nitrogen atom,

sat ur at et’erocycli ¢ ring
iRYAB i si ng one nitrogen atom to whi ch R611 and R612

RE18 ihbddrdlkyl.a-cyoloblkyh 13e0-oycloakye 1-#HOatkii ity divaj-BAO-atk@ 11 -4C-alkoxy-2-
sel aetMg, bhRsrace Pﬂor%oalsdl-ﬁhb%ﬁﬁnmghtwgg fogﬂ%%’f@ﬁ&l or

and su ur, and op |onaIIy substrtuted by
r|n§ FP’@ en atom in which R613 is 1-4C-al kyl,
g 76 wwl,déaﬁk;ﬂﬂ SPCRE3 @nd/ar RABHsubstiti@daihkryd, R74- and/or R75-substituted

hy diy naphth; GHREE andidr Z-BbJ6R¥M ndphthyl, in which

Het2 is a monocyclic or fused bicyclic 5 to 10-membered heteroaryl radical comprising one to three
heteroatoms, each of which is selected from a group consisting of nitrogen, oxygen and sulfur,

R71 is hydroxyl, halogen, nitro, cyano, trifluoromethyl, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di-
1-4C-alkylamino, 1-4C-alkylsulphonylamino, arylsulphonylamino, 1-4C-alkoxycarbonyl,
carboxyl, 1-4C-alkylthio, aryloxy-2-4C-alkoxy, aryloxy-1-4C-alkyl, aryloxy, aryl-1-4C-alkoxy,
aryl, 1-4C-alkoxy-2-4C-alkoxy, 1-4C-alkoxy-1-4C-alkyl, hydroxy-2-4C-alkoxy, amino-2-4C-
alkoxy, mono- or di-1-4C-alkylamino-2-4C-alkoxy, or completely or predominantly fluorine-
substituted 1-4C-alkoxy, in which

aryl is phenyl or R711-substituted phenyl, in which

R711 is halogen, 1-4C-alkyl, 1-4C-alkoxy, nitro or cyano,

R72 is halogen, 1-4C-alkyl, 1-4C-alkoxy or 1-4C-alkoxycarbonyl,

R73 is 1-4C-alkyl or 1-4C-alkoxy,



4C- al kyl , am no- 2-4C- al kyl,
nmono- or di - 1- 4C- al kyl am no- 2-4C-al kyl, fornyl, pyridyl
wo@eoopypeiied di nyl, R7 is phenyl, Het2, R71- and/PCT/RFR04/051307
and/ or R73-substituted phenyl, R74- and/or
R75- substituted Het2, naphthyl, or R76- and/or
R77-substituted naphthyl, in which Het2 is a
nonocyclic or fused bicyclic 5 to 10-nmenbered
heteroaryl radical conprising gne to three
het er oat ons, each of which is Selected froma group
EM& sié Balogeg, 164C-atkyl, trifigerometont yigaalkoxg, cyaﬂlof &Hhino, RIB%O-:OSdi-1-4C-alky|amino,
y r & it O y )
e o o e
7208 Skl dr Wlogen~4c- al kyl sul phonyl ani no,
&6y | is balqyeo,riydiraxg, rlalC-allyll G4aialkoxy caisdag By 1 -AC-akxyCatlydnyl,

A77A Gs flWldiRE Pacaliplyoxy- 2- 4C- al koxy,
aryl -1-4C-al koxy, ar

l.oxy-1-4C- al kyl -yl , I |,
) 8 Tl e ot b, e CHY R e hemisagpi - GlOYNRs2IR83 or
hy dr-88)-GRji@whickoxy, am no- 2- 4Cal koxy, nono- or
Rt Js Afdradbk Y LRI 0 1-4c Aok XN oPM&Q@_‘lﬂaﬁ)EﬁJl,y or

edom nant | | porinesubstituted 1-4C-al koxy, in
i 5 Pty Labrall PGl S PoRoka1Eity phowipr phenyit-4c-
whi @yiR711 i s hal ogen, 1-4C-alkyl, 1-4C-al koxy, nitro
RE3 GYRARge ¥ 3-dcsalyfbogen, 1-4C al kyl, 1-4C-al koxy or

!%sza%g g«}sg %ﬁ%tﬁ%%ﬁc? YQ%I’! |ﬂcéq§ég 8Lﬂ?|e %_‘lt_r(?pgr_] g{o@//{o ’w%irch they are bound, form a
hetgreayelis Fiagriadipa) selectedfiomghdarup, covsisinaof pamélidioyl, pineridinyl, arorpholinyl or
N +dC-di)@ligedmgti no, 1- 4C- al koxycar bonyl, nor phol i no,

r (L0, enyl or phenyloxy, R75 is
%4?5@&%?“6?4%5'@8%, R76 i s hal ogen, hydroxy!,
apd Ae slitsc Stpreoigamers. hydkaissyand bygdraienaf thegalts of these compounds.
1- 4C- al koxycarbonyl, R77 is 1-4C-al kyl or 1-4C-al koxy,
R8 is 1-4C-al kyl, phenyl, 2-4C-alkinyl, cyano,
- CH2- O R81, tphen | car bonyl, -C(O) -N(R82)R83 or
A el seipgpss p r?"WH%/‘E'ﬂ“t Réncludes papusgeef formulaslar jy | |
1- 4C- al koxy-2-4-al kyl or 1-4C- al kyl carbonyl, R82 is
hydr ogen, 1-4Cgml kyl Yib+4
3-7C cycl g |ky|§'ﬁ4 > th R4 Rai
phenyl - 1- 4Takk 83 hydr odEhorx-46 aRyl , or
R82 and R83 t her lamdiwi th i ncl @ 5¢
ni trogen gL fi"clh—Rbey arg,-Howrd ~Forq-&
hdi fal sel ected from group
consi sting of pyRrs ®¥, piperidi ngsT norphelinyl
or N-(1-4C- al kyl) - pi per azi néql, R9 i s hydrogen or
1-4C-al kyl, and the salts, )er eoi somer s, hydr at 8 and
imyhicreit es of the salts of these conmpounds. A speci al

as Wkt A8maffe, €Mbodi nent b i ncl udes conpounds of
orz%lge la or Ib R4 RA1 R4 RA1 R7 R7 (la) (Ib) in
i ’y rogen,

R2 s chlorine or fluorine,
R3  is methoxy or ethoxy,
or, as a second alternative,

R1 s hydrogen,

R2  is methoxy or ethoxy,
R3  is methoxy or ethoxy,
or, as a third alternative,

R1 is methoxy or ethoxy,
R2 s chlorine or fluorine,
R3  is methoxy or ethoxy,



as a first alternative, Rl is hydrogen, R2 is chlorine

or fluorine, R3 is nethoxy or ethoxy, or, as a second
w@bkdosnooE? ve, R1 is hydrogen, R2 is methoxy orPEL/RP2094/051307
is methoxy or ethoxy, or, as a third alternative,
is methoxy or ethoxy, R2 is chlorine or fluorine,
is methoxy or ethoxy,or, as a fourth alternative,
is chlorine or fluorine, R2 is nethoxy or ethoxy,
i s methoxy or ethoxy, or, as, a fifth alternative,
is nmethoxy or ethoxy, R2 is nethoxy or ethoxy, R3
ersaseefpirthvajterosativet hoxy, R4 is hydrogen, R4l is hydrogen,
RP 1i8cd¥ br Rbrinel N particular, nethyl, R51 is

R6 |s nethyl, ethyl or net hoxycar bonyl et hyl ,

dr.ogen,
Eg i §MEPX or edhoY: and/ or R75-substituted Het 2, or
Ry dripmgtholymeethgdy- phenyl, in which Het2 is pyridinyl or

&%Mﬂh%&émmﬁﬂ i s halogen, 1-4C- alkyl,
%,l’lﬂUOlhOﬁEth , 1-4C-al koxy, cyano, am no, nono- or

& PR RYIRG PN o, 1- 4C al koxycar bonyl , car boxyl
Iﬁ?triﬁé)r,netb‘lw|t1ty¢thr@<|y,phenyI oxy, R75 is 1-4Calkyl. R8 is
R:C(Q)m%yo}&h ich RO is 1-4Calkyl, and the salts,

ere0| soners, hydrates and hydrates of the salts of
TVEEabunds. Conpounds according to embodi ments a
%41 bS'W?OGemvorthy to be nentioned are conpounds of

Reor n@IbtAyl br, inipArtivdlarchieti}d, 1S hal ogen or 1-4C al koxy,
R51 is hydrogen,

RBRABREY

R6  is methyl, ethyl or methoxycarbonylethyl,

R7 s Het2, R74- and/or R75-substituted Het2, or hydroxy-dimethyl-phenyl, in which

Het2 is pyridinyl or quinolinyl,

R74 is halogen, 1-4C-alkyl, trifluoromethyl, 1-4C-alkoxy, cyano, amino, mono- or di-1 -4C-alkylamino,
1-4C-alkoxycarbonyl, carboxyl, nitro, phenyl or phenyloxy,

R75 is 1-4C-alkyl.

R8 is-C(0O)-OR9, in which

R9 is 1-4C-alkyl,

and the salts, sterecisomers, hydrates and hydrates of the salts of these compounds.

Compounds according to embodiments a or b more worthy to be mentioned are compounds of

formuia I, in which

R1 s halogen or 1-4C-alkoxy,

R2 s hydrogen, halogen or 1-4C-alkoxy,

R3 is 1-4C-alkoxy,

R4 s hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl,

R51 is hydrogen,

R6 is 1-6C-alkyl, amino, formyl, or 1-4C-alkyl substituted by R61, in which

R61 is 1-4C-alkoxycarbonyl, carboxyl, 1-4C-alkoxy, hydroxyl, halogen or -N(R611)R612, in which

R611 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl or 3-7C-cycloalkyl-1-4C-alkyl,

R612 is hydrogen or 1-4C-alkyl, or

R611 and R612 together and with inclusion of the nifrogen atom to which they are bound form a
radical Het1, in which

Het1 is a 5-to 7-membered saturated heterocyclic ring radical comprising one nifrogen atom, to

which R611 and R612 are bound, and, optionally, one further heteroatom selected from a group



R2 is hydrogen, hal ogen or 1-4C-al koxy, R3 is

1-4C- al koxy, R4 is hydrogen, R41 is hydrogen, R5 is
waz2@80edikyl , R51 is hydrogen, R6 is 1-6C al kyl PCHRPI904/051307

fornmyl, or 1-4C-al kyl substituted by R61, in which R61

Is 1-4C al koxycar bonyl, carboxyl, 1-4C- al koxy,

hydr oxyl, hal ogen or -N(R611)R612, in which R611 is

hydr ogen, 1-4C-al kyl, 3-7C-cycl oal kyl

or3- 7C-cycl oal kyl -1-4C al kyl , _B612 is hydrogen or

1-4Cal kyl, or R611 and R612 together and with

¢aneibting iobmitragen, tokygen and sole nand optivnally sustitoled by R§1 3aih@ ria@ Hifléyen atom,

hQhpha radical Hetl, in which Hetl is a 5- to

= ed s rated heterocyclic ring radical

TR P Al o B T G § AP H4C alkany 2
ar e 4sbalintl aminael:-4Csaityl, 010ad-loy di-1et0ealfylantinoer-4dhalky famtlopyridyl or
sel eitigdinfr om a groupconsi sting of nitrogen, oxygen

d .sul fur 0 t(j on§ll substituted by R613 on a _
rf nd® H#‘%"V'oﬂ%‘g’n'g%ﬁ? qr it h%‘ﬂ’r?f RE T bptiuted pffenydj R&pr and/or R75-substituted
3- 7 Gled3; obmhétlyk 91 R763andGr BYksubstitiked naphtiyC-ravikigh |,
AL 9% Wrorachic 8 86 bicelid C1Pd dkReefed haferodlyknbdiical comprising one to three
am %ge‘?‘& o aé?@{ b which clegted fr oyp, consist itro ; and sulfur
mono~ ot aoe: T &AM Sifelegted froresa gioRs Fonsisting of pitrogs . oxygen '
B dy/hydraxyi eldgen, Rifoj ayanshisifiyoromethet, 2-4CRKYL 1-4@-@/koxy, amino, mono- or di-
S; é -184Iﬂélﬂ!latnﬁ¥703 (1;1 aggfglkdlbﬁoﬁﬁhtnﬂm{? Qbﬂsulpﬁéﬂamiﬁ& gft@:ﬁalkoxycarbonyl,

- [ - n or - an r
R77-°§'3§)% g M%y?951aﬂx%?fx'ﬂxv§é‘?°za'?@ agyloxy, aryl-1-4C-alkoxy,
nmon &AM Ccaligy-PdSatkont Eyeialkexysi-4Gallyd hpdrerye46alkoxy, amino-2-4C-
het ey, lond-a6dia4C-HgRiHo D 4WalRRE, of BontgtéhPor predominantly fluorine-
het %Lﬁ’s%bféﬁmfc‘?a?l&&%fwh‘{gﬂ' ch is selected froma group
nitroge

consisting o ‘ogen, oxygen and sul fur, R71 is
Y diBheny! onR1dgehstituiep phesyl iayhily, tri fl uor omet hyl ,
R714 @ ledldgy, ,1-4C-atiet, alakaikpxy, Bittd reyarspno- or di -
ﬂ'724 i$ -lIi'(. ’-Hik AC- l_ | no,
r;i\r yﬁ%sulééﬁgﬁyl amylﬁiﬁé% ﬁ@ ah%gxa@%%%ﬁ{ﬁ’, car boxyl ,

3408 Lkoky AT BAC-8koxy- 2- 4C al koxy,
Rifdy Iim@, A4@Ceilyly triflucaonydtiox yi ,-4Caillgoty, lzyaﬂlﬁ;-a’niiﬁd;)myni- ar gil1,4C-alkylamino,
1- 4G Mid¥ycarbofhfr ; catboRft 1 7 SHErdb Y !

dr, o_?({c- 2[- %{C- %ﬁgﬁfﬁg@r‘ﬁ Cr?gb-ogﬁfggl %ﬁ{} ,er ;ﬁ\%}%@&or

- 15 UL MR- 2- 4C- al koxy, or conpletely or
Fyibe drorelagem hidroxyl, trd€-atings 118G alkaxyt acbogyl dG-40-kkoxycarkonyl,
R2T Gdn-d-Mikyl bS1-PRGROKY, or R711-substituted phenyl, in
Rygwi cI:Shc F$]7011 i s hal ogen, 1-4C-al kyl, 1-4Cal koxy, nitro

or cyé(ﬂo,’ R72 is hal ogen, 1-4C-al kyl, 1-4C- al koxy or
and the salfskgrrpeisometmnlpdratalzed hyirates/fthg siliglof heselomduatik oxy,

R74 is hal ogen, 1-4C-alkyl, trifluoronethyl,

b S8 o S AninBA; A%¢ » FRAGRU oy o b pppiasd apcompounds o
ferapBelaarib.ni tro, phenyl or phenyloxy, R75 is
inwHiék; al kyl or hal ogen,

as a first alternative,

R1 is hydrogen,

R2 s chlorine or fluorine,
R3 is methoxy or ethoxy,
or, as a second alternative,

R1 s hydrogen,

R2 is methoxy or ethoxy,
R3  is methoxy or ethoxy,
or, as a third alternative,

R1 is methoxy or ethoxy,



R76 i s hal ogen, hydroxyl, 1-4C-alkyl, 1-4C- al koxy,

carboxyl or 1-4C al koxycarbonyl, R77 is 1-4C- al kyl or
wdaz0080aed1koxy, R8 is cyano, and the salts, PCT/EP2004/051307

stereoi soners, hydrates and hydrates of the salts of

t hese conpounds. Conpounds according to enbodi nents a

or b in particular worthy to be nentioned are

conmpounds of fornulae la or Ib, in which, as a first

alternative, Rl is hydrogen, Ra is chlorine or

fluorine, R3 is nmethoxy or ethoxy, or, as a second

B2 t gs chidrine ar, flubtine] s hydrogen, R2 is nethoxy or ethoxy,

[ et hoxy, or, as a third alternative,
I@ '§m&ﬁ$@%¥thg{y ethoxy, R2 is chlorine or fluorine, R3
§r asr‘?ef‘?fg'ﬁ %/t"’%ﬂt hoxy, or, as a fourth alternative, Rl
Rt dhéhdrineer flooring)] uori ne, R2 is nethoxy or ethoxy, R3
RS r@,ﬁ,&g&&op&h hoxy, or, as a fifth alternative, Rl

ﬁ oxy, R2 is methoxy or ethoxy, R3 is
'{ifit H?)')‘??t @&%fﬂ?ﬁy, R4 is hydrogen, R41 is hydrogen, R5
drsasefiftyy lteonative.n particul ar, nmethyl, R51 is hydrogen,

(38 |§m&ﬁc§>®)6|-eth&&hy| or met hoxycarbonyl ethyl, R7 is
74- aq /or R75-substituted Het2, or

‘ﬁ%dﬂ%@? DUV RETPIY- phenyl, in which Het2 is pyridinyl or
Rfui rioinethgry or ¥7akyi s hal ogen, 1-4C al kyl,

Ba f.gﬁya.rogénet hyl, 1-4C al koxy, cyano, a_rri no, nono- or
lgl41 - £ g,lgal kyl am no, 1-4C-al koxycarbonyi, carboxyl,

tro Hen | or phenyl oxy,
is ethyl or, in partlcular methyl,

R51 is hydrogen,

R6 is methyl, ethyl or methoxycarbonylethyl,

R7 s Het2, R74- and/or R75-substituted Het2, or hydroxy-dimethyl-phenyl, in which

Het2 is pyridinyl or quinolinyl,

R74 is halogen, 1-4C-alkyl, trifluoromethyl, 1-4C-alkoxy, cyano, amino, mono- or di-1-4C-alkylamino,
1-4C-alkoxycarbonyl, carboxyl, nitro, phenyl or phenyloxy,

R75 is 1-4C-alkyl.

R8 s cyano,

and the salts, sterecisomers, hydrates and hydrates of the salts of these compounds.

As exemplary compounds according to variant 1 of this invention may be mentioned any compound

selected from the group consisting of: ‘

1. 2-(4-Hydroxy-3,5-dimethyl-phenyl)-8,9-dimethoxy-3,5,5-trimethyi-5,6-dihydro-pyrrolo[2,1-
ojisoquinoline-1-carboxylic acid ethyl ester

2. 8,9-Dimethoxy-3,5,5-trimethyl-2-(3,4,5-trimethoxy-phenyl)-5,6-dihydro-pyrrolo[2,1-

. alisoquinoline-1-carboxylic acid ethyl ester

3. 2-3-(4-Chloro-phenoxy)-phenyl]-8,9-dimethoxy-3,5,5-trimethyl-5,6-dihydro-pyrrolo[2,1-
alisoquinoline-1-carboxylic acid ethyl ester

4. 2-(3-Dimethylamino-phenyl)-8,9-dimethoxy-3,5,5-trimethyl-5,6-dihydro-pyrrolo[2,1-
ajisoquinoline-1-carboxylic acid ethyl ester

5. (6RS)- (4-Hydroxy-3,5-dimethyl-phenyl)-8,9-dimethoxy-3,5-dimethyl-5,6-dihydro-pyrrolo[2,1-
alisoquinoline-1-carboxylic acid ethyl ester

6. (5RS)-5-Ethyl-2-(4-hydroxy-3,5-dimethyl-phenyl)-8,9-dimethoxy-3-methyl-5,6-dihydro-
pyrrolo[2,1-a]isoquinoline-1-carboxylic acid ethyl ester

7. (6RS)-2-Chioro-5-ethyl-8,9-dimethoxy-3-methyl-5,6-dihydro-pyrrolo[2,1-ajisoquinoline-1-
carboxylic acid ethyl ester



R75 is 1-4C-alkyl. R8 is cyano, and the salts,
stereoi soners, hydrates and hydrates of the salts of
w0 b@smeoaenpounds. As exenpl ary conpounds accorBCTgP1004/051307
variant 1 of this invention nay be nentioned any
conpound sel ected fromthe group consisting of: 1.
2- (4- Hydr oxy- 3, 5-di net hyl - phenyl ) - 8, 9-di net hoxy- 3, 5, 5-
trimethyl -5, 6-di hydro-pyrrol o[ 2, 1-
a] i soqui nol i ne-1-car boxyl i caci ethyl ester 2.
8, 9- Di met hoxy-3, 5, 5-tri net hyl -2-(3, 4, 5-tri net hoxy- phen
&1 ) - SAERSI8RBiicio -y B, B-dinethyl-phenyl)- 10 11-dimethoxy-3-methyl-4a,5,6,7,8,8a-

a] ' S%Qél%ﬂj\]og?@ﬂ Fﬂ%r{%ﬁ Hri |ﬁé‘?' ?b@&@%m%ﬁ‘@ﬁé’ﬁeﬁ
rret H 8)53 % y&?ﬁzgleﬂd@xbg Idtmeltj[y%phfnyl) 8,9-dimethoxy-5- methyl-5 6- d:hydro-
a] i s ayuelo[@ ! iati@qlindies-boadydxiyicacid dtheitebgt ester 4.

ﬂ?{ ( g (Eh%fé@mhq@ﬂbﬂ% do{ﬂ.%EMyl)z (8 4. 3 h AR BREN 1P 5, 8-y drd-by TRk, 1-

rro
a] i sGYEAIHB 'i”ﬁé g'%%’%w%ﬁ? )ﬂ"lyteéﬁ d ethyl ester 5. (5RS)-
114- Hy(BRI)8)0-FmBthahiyrbeii-dimbthyH2enphthaled; 194-8 6 riitiytropyrrab[Ht-alisequinoline-1-
thyl -canmiryfé Sock 1&‘(&[30' of ZCag- 4 ethvl ester
IS oxyl i [ S
Bre RS [ 1 ipa st ar i e 565 borghyaro-
met hoyyolgz2, ﬂnﬁpﬂwﬁmlﬁldﬁed1chl$0dwmact&uiybéster
123; 1' f@dl@%RSP@é—id‘ﬂ ﬁm&ﬁ&@%&tﬁﬁ@-ﬁhlﬁbhﬁhm{ha §§t7§r8a Kexgh)ﬁiro-
dr o- "%(% gp*f"%{]“?’@'b‘éal"ﬁ'BP’fVﬂ%ﬂ erﬂﬁ'g%f%xyl ic aC| d et hyI
Yst e,(@R 8aR) 10,11-Dimethoxy-3-methyl-2-quinolin-4-yl-4a,5,6,7,8,8a-hexahydro-pyrrolo[2,1-
(4ar%%pﬁiaua$hndmes o%rbw @é/dilfé? estero- di met hyl - phenyl ) - 10, 1
- Cl |
pyr r é{%%ﬂﬁq’ﬁ "é'ﬁtgﬁ éyﬁ'g'nip hi'g’[%B'B "1%? %923188"'@?%0")3’"0'0[2 1-
est eflpkenanthridine- 1 -carboxyllc aC|d ethyl ester

165 {?ﬁ)(z%aR-SERhy 174 mrd(oﬁy_bydnrmm ;awe%l)dlomﬁidhh(éthoﬂﬁg-méhﬁll%;ﬁ% 18,8
me
P ‘5‘F\”3?6P IO PSR R aodpmtoser o 1
175 RSy FSS @ yh%? Aigelpogy- %mehﬂétrﬁwha@nﬂsvl -5 SsstihygrpmeTaRi3d- p
heny la)isofuifiliok-hyaisayliytit eih@edted -
t
?]5 'RS %ﬂé) %QJL i 3%%@&1}33}( hﬁeﬁ%?ﬁh ﬁt@ﬁéﬁﬁ;&?% 4 eth%r!ll5 6 finydes
- di h%ﬂ"ﬂ? F‘ISS‘FLU[O eyl ’?fftl°§36‘aﬁ‘1"?1?}|‘¥' RHer1- car boxyl | c aci d
18t hy R-(€Bydeoxy-Bd-dimethyl- phenyl) -8,9-dimethoxy-5,6-dihydro- pyrrolo[2 1-alisoquinoline-1,5-

(4aRac§a5@c&ada S delizgbhoxy - 3- e hyl - 2- napht hal en-
Bnapeb e e 1

fﬁ%ﬁ AP PU P MetheryFa r%*&’)éd'i‘%hyé?ﬂ%mhé‘s?{‘ dp-5&dihydro-
(4aR8(r BloRS)-alispayinblinedlicaiiorydic acikgthyBestart hyl - 2- qui nol i n- 4-
21! - Aa(brfirdby 3 58andt - O9YiTeloRl-3-methyl- -
2 1- fﬁéﬁh?n%%t j}rl di %ﬁmﬁgér boxyl i %I%cthylestsh(i;l?ydgspyg)llo[z1

g %hoxy 3-net hyl - 2- qui nol i n-4-yl -

@ 9@lrgghqamr)'&@ppym-z}nqpmhalgm-d)-@ll’zs,,G_I;dihydro—pyrrolo[Z, 1 -a]isoquinoline—1 -carbonitrile

f]phenanthridine 1-carboxylic acid ethyl ester 15.

28 4aRg§ﬁét%09y % Ehﬂ?-t Lgr%ﬁ‘rY 4 ylo{?% E%IT B el e e Y earbonitite

21"] ph%ﬁ%‘h’t‘?ﬂ"ﬁdbﬁ@ d!n%mmw& @dihygrapyvplol2dsalisoquit@line-1-carbonitrile

26.4aRo-8r8i-tert- (nﬁylizyﬁarexyyphSn;}éﬂ;b ARERYKY-3RRY-5 bdhOdrd-pyrfbiofe1 -

t hox¥]|s§qm5m4-caﬁb%hf§rle 8, 8ahexahydr o-

26. 8,9-Dimethoxy-3,5-dimethyl-2-pyridin-4-yl-5,6-dihydro-pyrrolo[2,1-ajisoquinoline-1-carbonitrile

27. 3-[1-Cyano-2-(4-hydroxy-3,5-dimethyl)-8,9-dimethoxy-5-methyl-5,6-dihydro-pyrrolo[2, 1-
ajisoquinolin3-yl]-propionic acid methyl ester

28. 2-(4-Hydroxy-3,5-dimethyl-phenyl)-8,9-dimethoxy-3,5-dimethyl-5,6-dihydro-pyrrolo[2,1-
ajisoquinoline-1-carbonitrile

or a salt, sterecisomer, hydrate or hydrate of a salt thereof.



pyrrolo .i-flphenanthridine-i-carboxylic acid ethyl
ester 17.

W@ 2RSpeB2EL hyl - 8, 9- di met hoxy- 3- net hyl - 2- napht heC BERPDOYH51307
-5, 6-di hydro-pyrrol o[ 2, 1- a]isoqui noline-1-carboxylic
acid ethyl ester 18.
(5RS)-2-(4-Fydroxy-315-dinethyl-phenyl)-7,8
19-tri met hoxy- 3, 5-di net hyl -5 6-di hydropyrrol of
2, 1-a]i soqui noline-1- carboxyI|§@C|d et hyl ester 19.

2- (4- Hydr oxy- 3, 5-di net hyl - phenyl ) - 8, 9- di net hoxy- 5, 6-di
hydro pyrrol o[ 2, 1-a]isoqui noline-1,5- dicarboxylic

S RN e T ooy o e

éﬂ ctzd S'ﬂ metgéqq@ ﬁorflsij/rr sqﬁonqyat,lrgﬁynpwlquyfed and sted as Examples 29 to 69
iR the-falloiving exempiess] ana sdlt, sta:reheon)dr,l hydrateiofl hyeitiy/ bf acalt ®Eredtl.

2-(4- Fydroxy 3, 5-di et hyl - phenyl ) - 8, 9- di net hoxy- 3-meth

hydr o- roLI 2,1-
% ?Xglglalaryﬁg%pcwg § Tﬁ)lklﬂysflp\feétlozghe following compounds of formula Ic, and the
®|t98©rq¢§or’rwxylydiatme¢rmwlratas oftighdaltathersef1- yI - 5, 6- di hydro-p
y itolo[2,1-a]isoquinoline-1-carbonitrile 23.
8, 9- Di et hoxy- 3- net hyl - 2- qui nol i n-4-yl -5, 6-di hydr o- pyr
rol o[ 2, 1-a] i soqui nol i ne-1-¢tarHoHitrile 24.
2- (1H1 ndol - 3-yl) - 8,&4,@i netho v-3-m&thyl 5, 6-di hydro-p
yrroI o[ 2, 1-a] i soqui noIin ﬁtrile 25.
2-(3,5-Di-tert-butyl - 4- bydre> Nykg - 8, 9- di net hoxy- 3
-met hyl - 5, 6- dlhydro(ﬁk?rolo[Z
a] i soqui nol i ne-1-carbonitril e-26: R7
- Di nethoxy-S.d-dinethyl“-pyr“din“-yl-
d- di hydr o- pyrrol oP. | -aJi soquinoline-i-d&ybonitrile 27.
abe ﬁ&a@‘l@ be m@ntﬁﬂ@dﬁ{'%egﬁé’of ﬁwe%ugéﬂngﬁt%a)llng% o+ R‘y ABLROYin Bie following

y ro-pyrrolof
'ﬂ¥b%XLA?Hgﬁ yI] proplonlc aC|d nmet hyl ester 28.
2-(4- Fydroxy 3, 5-di net hyl - phenyl ) - 8, 9- di net hoxy- 3, 5-d

'M@khmi 5, 6-di hydro-pyrrol o[ 2, 1-
Uﬂll: nn| I a¥e 1 oar bnhl frl | e or a—S i )
eul aa-l—t-A-t—e-Le-O-lmr—,—

%ﬂ@ate or hydn Pe of a salt tr§7eof As further

78X ENpl arYc{ONMPYURgs according l%méﬂjloiy_bg\ﬂﬂéltﬂy‘fﬁedyp be
77ent 1 ongdci@any douna selecte 4L LTk gRERYET OUP

720nsi sti|ngHOT [ hoge conmpounds 1| BehayliA)dr&SBheHyd
7Bi st ed gsCiexanpt@s 29 to 69 1 n|ubmidodhbeM Ng exanpl €s,
74r a sal|tCHst ene@issoner, hydr at d-(2H-tigdl-ayippiehyla sal t
bher eof |-@% exerisary conpounds 4awpioliiorsylphanykaining-phenyl
Pavent | grCllthe f dPHsowi ng canpound<natiyistiphomiaming-phengind
Wna calils 'CHacf ed &dizs o widingd-vihydr at es of the
Batts—tHer fetly o H-CH unolipAyb7 N (1 c) are
7@_ PR | Cﬁ #—3: ad \2'n)€fhy 'Wﬂdlg'ATy + 4 i ||:nf
8U_Ul a_un y ¢H Uchr l_.‘CI_ HonRea Uy eatf ‘-melhy-pi'\ﬁ, ig_ ;9[;;_.’\:"\.“,..;/\1
gHEANT TS _ il G Onftllu R7—1— oIS STl SN €S
88Z, AS DG’ CAL. 1-phenylsulphonyl-indol-3-yl

83. -CH, -CHs 1-methylsulphonyl-indol-3-yl

84. -CHa -CH5 1-dimethylaminosulphonyl-indol-3-yl
85. -CHz -CH3; 1-morphalinosulphonyl-indol-3-yl
Table A2:

Example R5 R6 R7

No.

86. -CN -CHa 4-hydroxy-3,5-dimethylphenyl

87. -CN -CH3 4-methoxy-3,5-dimethylphenyl

88. -CN -CHs 4-carboxy-phenyl

89. -CN -CH; 2-methyl-4-hydroxy-phenyl

90. -CN -CHj 4-amino-phenyl

91. -CN -CH,; 4-(2H-tetrazol-5-yh)-phenyl

92. -CN -CHs 4-morphalino-sulphonylamino-phenyl




Exanple R5 R6 R7 No. 70.
4- met hoxy- 3, 5- di net hyl phenyl
wa2@antsazy - phenyl

- CH3

72. -CH3 -CH3

- CH3
71.

-CH3 -CH3

PCT/EP2004/051307

2- met hyl - 4- hydr oxy- phenyl 73. -CH3 -CH3 4-am no- phenyl
74. -CH3 -CH3 4-(2Htetrazol -5-yl)-phenyl 75. -CH3

- CH3 4-rnor phol i no-sul phonyl am no- phenyl 76. -CH3 -CH3
4- et hyl sul phonyl am no- phenyl 77. -CH3 -CH3
pyridin-4-yl 78. -CH3 -CH3 quigin-4-yl 79. -CH3 -CH3
2-methyl -pyridin-4-yl 80. -CH3 -G

$B.net hyl | N i dijn€ls yI 81. - CH3 [-4Gh&hylsulphonylamino-phenyl

4.t ol vl suiGdhonwl-CHyrr ol - 3-yl 87.pyridsHByl- CH3
S.phenyl 51@NohoryPHi ndol - 3- v 83.quinGliH3t-y CH3
Q-r@uﬁyl S18Naho \rﬁlﬂa ndol - 3- y| 84 2-metBpyridieat-yl
7 di_met-hidShy nnd‘QH:hhnn\/I _ i ndol -|8-pethybgyridindy . COHR
B ror-phol i Nesutiphihyl | ndol-3-y '1‘@#&%@4’ y"“’*f%f“'“' e RS
S o o O T A T o L I-telvisulphomdingol 3

A o G b o: T it b T [Rhanyididol-3-

01: SN ToeNY HTHERITOXY ™ o o= ar TG Y diiSulg K dnyindol-3-yi
fozCar boxXygRiTemyi oy - N = CH3 1-dimethylamjnosulphonyl-indol-3-yl
#amet hyTFenNnydrjagsy; phenyl 90 [ Glher oZalHoh T HHdBIESSTY |
91. -ON -CH3 4-(2H-tetrazol-5-yI)j-phenyl 92 -CN-CH3
4- mor phol i no- sul phonyl ami no- phenyl 93. -CN - CH3
Fableg3hy| sul phonyl ani no- rhenyl 94. -CN -CH3
BMRipél N-PrRYT 93 .Re- CN - CH3 quUi pyigsm- 4-yi— 96 —CN—CH3
ISIe.mat hyl | pyridijn-4-yl 97. -CN -{CH3
B4net hyl OE | di} A(CHLGH,)ARB)OCHEN -| @Higdroxy-3,5-dimethylphenyl
105¢ ol y| siCHhony HCHYCHSHO®OH; 99 4-meBidxy-Ehkalimethylphenyl
106+ ol y1 sifCHhany HCHpEHRIC(@)OAH, 10 () 4-cabhky-pBeiR/l
1p7nhan\/| siHphor \%DHb%)Q(O)ﬁQHa 2-methyl-4-hydroxy-phenyl
108" -CHz (CH,CH,)C(0)OCH, 4-amino-phenyl
109. -CHj -(CH,CH,)C(O)OCH; 4-(2H-tetrazol-5-yl)-phenyl
110. -CHj -(CH2CH)C(O)OCH; 4-morpholino-sulphonylamino-phenyl
111, -CH3 +(CH2CH-)C(O)OCH; 4-methylsulphonylamino-phenyl
112. -CH3 -(CH,CH,)C(0)OCH; pyridin-4-yl
113. -CHj3 ~(CHCH,)C(O)OCHs; quinolin-4-yl
114. -CH3 -(CH2CH2)G(0)OCH;3 2-methyl-pyridin-4-yl
115. -CH3 -(CH,CH,)C(O)YOCH, 3-methyl-pyridin-4-yl
116. -CH3 -(CH2CH>)YC(O)OCH3 1-tolylsulphonyl-pyrrol-3-yl
117. -CH3 -(CH,CH2)C(O)OCH4 1-tolylsulphonyl-indol-3-yl
118. -CHj3 -(CH,CH,)C(0)OCH, 1-phenylsulphonyl-indol-3-yl
119. -CH3 -(CH,CH,)C(O)OCH; 1-methylsulphonyl-indol-3-y1
120. -CHs «CH2CH,)C(O)OCH3 1-dimethylaminosulphonyl-indol-3-yl
121. -CHa3 -(CH,CH2)C(O)OCH3 1-morpholinosulphonyl-indol-3-yl
Table A4:

Example R5 R6 R7

No.

122. -CN -CHs3 4-hydroxy-3,5-dimethylphenyl

123. -CN -CHs 4-methoxy-3,5-dimethylphenyl

124. -CN -CHs 4-carboxy-phenyl

125. -CN ~CHj 2-methyl-4-hydroxy-phenyl

126. -CN -CH3 4-amino-phenyl

127. -CN -CHj 4-(2H-tetrazol-5-y)-phenyl

128. -CN -CHs 4-morpholing-sulphonylamino-phenyi
129. -CN -CHj 4-methylsulphonylamino-phenyl
130. -CN -CHj pyridin-4-yl

131. -CN -CH,3 quinolin-4-yl

132. - -CN ~CH3 2-methyl-pyridin-4-yi

133. -CN -CH; 3-methyl-pyridin-4-yl

134. -CN -CHj 1-tolylsulphonyl-pyrrol-3-y|

135. -CN -CHa 1-tolylsulphonyl-indol-3-yl

136. -CN -CH3 1-phenylsulphonyl-indol-3-y|

137. -CN -CHj3 1-methylsulphonyl-indol-3-yl

138. -CN -CH3 1-dimethylaminosulphonyl-indol-3-yl
139. -CN -CHj 1-morpholinosulphonyl-indol-3-yl




101. -CN -CH3 1-nethyl sul phonyl -i ndol -3-yl 102. -CN
-CH3 1-di net hyl am nosul phonyl -i ndol -3-yl 103. -CN -CH3
wazeesopdied i nosul phonyl -i ndol -3-yl Tabl e A3: ExetER20RE051307
R6 R7 No. 104. -CH3 -(CH2CH2)C(O) OCH 3
4- hydr oxy- 3, 5-di met hyl phenyl 105. -CH3
-(CHZCH2) C(O OCH 3 4-net hoxy~3, 5-di net hyl phenyl 106.
-(CH2CH2) C(O OCH 3 4-car boxy phenyl 107. -CH3
(CH2CH2)C(O)OCH 3 2-nmet hyl - y:ydroxy phenyl 108. -CH3
- (CH2CH2) C(O) OCH 3 4- ami no- phenyl 109. -CH3
-(CH2CH2) C(O)OCH 3 4-(2H-tetrazol -5-yl)-phenyl 110.
3%'r38%o| I no- (P{n hony uﬁ?n‘lzno phenyl 111. -CH3
-(CH2CH2) C( O OCH 3 4- et hyl sul phonyl am no- phenyl 112.
-CH3 - (CH2CH2) C(O) OCH 3 pyridin-4-yl 113. -CH3
ThFolR )cg;(ug\:%f %rrﬂ“é f&QJ'r Ie an% thel élzreo%e{% hydr%{ﬁssor hydrates of the

% )C('O) OCH 3 2- et hyl - yr|
% )C(O) OCH 3 3-net hyl - pyr|d|n4yl 116. -CH3

(CHZCHZ)C(O)CI:H 3 1-tolylsul phonyl -pyrrol -3-yl 117.

(CH2CH2) C(CO) 3 1- toI yl sul phonpy! -| ndoI 3-yl
118 - )
1- phenyl sﬁl R3. y 11970
-(CH2CH2) C( O tihyl sul phonyl 120.
R6

1- di met hyl am nosul p .
- (CH2CH2) C( O OCH 31 1- nor pRol i nosul phonylI i ndol™>gr vyl

Tabl e A4: Exanple NS R6 R7 l\k) 122. - CNp CH3

4- hydr oxy- 3, 5- di met hyl pheny!®™23. _oN - CH3 (le)

mam@smmensor@d d$ enetmplatyshpgundslatdordingaN thi€Ghidntion by means of the

&m&m&%ﬁﬁ@ﬁb’ﬂw Réand REAN indfldwing Tables B1, B2, B3.and B4

2- nmet hyI ydroxy phenyl 126. 8N am no- phenyl
127. - -CH3 4~(2Htetrazol -5-yl)- phenyl 128. -CN

T@H@M mor phol i no- sul phonyl ani no- phenyl 129. -CN - CH3

®5 Met Nykés ul phonyt am noFgheny
-CH; -CHs 4-hydroxy-3,5-dimethylphenyl

-CHj -CH; 4-methoxy-3,5-dimethylphenyl

~CHj -CH3 4-carboxy-phenyl

-CHs3 ~-CHs 2-methyl-4-hydroxy-phenyl

-CHj ~CHj 4-amino-phenyl

-CHj -CHj; 4-(2H-tetrazol-5-yl)-phenyl

-CHj -CH, 4-morphoalino-sulphonylamino-phenyl
-CHj -CHs3 4-methylsulphonylamino-phenyl
-CH; -CHg pyridin-4-yl

-CH; -CH3 quinolin-4-yl

-CHs3 -CHy 2-methyl-pyridin-4-yl

-CH; -CHs3 3-methyl-pyridin-4-yi

-CH; -CH; 1-tolylsulphonyl-pyrrol-3-yl

-CH3 -CHs 1-phenylsulphonyl-indol-3-yl

-CHs3 -CH3 1-methylsulphonyl-indol-3-yl

-CH3 -CHs; 1-dimethylaminosulphonyl-indol-3-yi
-CH3 ~-CHj 1-morpholinosulphonyl-indol-3-yl
Table B2;

R5 R6 R7

-CN -CH; 4-hydroxy-3,5-dimethylphenyl

-CN ~-CHa 4-methoxy-3,5-dimethylphenyl

-CN -CHj 4-carboxy-phenyl

-CN -CHj3 2-methyl-4-hydroxy-phenyl

-CN -CHj 4-amino-phenyl

-CN -CH; 4-(2H-tetrazol-5-yl)-phenyl

-CN -CH3 4-morpholino-sulphonylamino-phenyl
-CN -CH,3 4-methylsulphonylamino-phenyl

-CN -CH; pyridin-4-yl

-CN -CHj quinolin-4-yl




130. -CN -CH3 pyridin-4-yl 131. -CN -CH3 qui nolin-4-yl
132. -CN -CH3 2-net hyl -pyridin-4-yl 133. -CN -CH3
W@2008008129 pyri di n-4-yl 134. -CN - CH3 PCT/EP2004/051307

1-tol yl sul phonyl -pyrrol -3-yl 135. -CN -CH3

1-tol yl sul phonyl -i ndol -3-yl 136. -CN -CH3

1- phenyl sul phonyl -i ndol -3-yl 137. -CN -CH3

1- et hyl sul phonyl -i ndol -3-yl 138. -CN -CH3

1-di met hyl am nosul phonyl -i ndol 5 3-yl 139. -CN - CH3

1- nor phol i nosul phonyl -indol -3-ylas wel| as conmpound 30
@l _compdiind 42.  The flod-hemjiipgidieapounds of fofnula |d
6N le, | 8Hd the salts, [Sieetegipgdiresd, hydrates or

ratie€Hef the salts |t hielysgphonyipltrdddi CH3O R5| CH3O
Q¢ R7_(1d) (le)| hialylsdphopyiindolndyiti oned ab

& ol s chl?l&llﬂﬁl@ﬂ!th@mlhxenﬂ&n by
M"ns o=t he—substi-tuen nd R7 in
{4 ¢ i Chii-ng_Tabl es—Hi B1: R5

B R —CH—A—hydr f'm°’9“°§“°§!"?fé°1“¥“’.‘ h%‘..w! - CH3
4- met hoxy- 3, 5- di net hyl phenyl - CH3 CH3

fabeBdOXY- phenyl - CH3 - CH3 2- net hyl - 4- hydr oxy- phenyl

LR CH3—4-—am-no-phen CH3 -CH3

stlm.L o c Iu_ U el CH2 LR

THy 2TF ‘-‘GHEHz%(O)t)¢H3’ Fahydioxy-35-dimetfylpheayl ~

4HJOT [ 'l‘éHZCI‘fZ')G(?b')(%F%!'y [ methioxy-3,57H aethy Henyl =

ZHIET NY(CHIERHSDY0 g 33 -phie pyridin- 4- vyl
-OHES - 2O CYOVDEH,4 - Y1 2-méiy4-hldrisky-phenyl _

ZHget HCHeHMCIOMOCH,Y T |-ALddno-gHekey 3- MET NyT- pyTidj n- 4-yl
O8EB -| Cld31-CHAQDYOGH,| pHangH-tgryrdl-6lyh-ghenli - CH3 -
| CHahen ﬂ%ﬂ@@i@%@% | 4-rBerptiolino-sulphonylamino-phenyl

-CH3 -(CH>CH,)C(O)OCH, 4-methylsulphonylamino-phenyl

-CHs -(CH.CH2)C(O)OCH; pyridin-4-yl

-CHs -(CHoCH,)C(O)OCH; quinolin-4-yl

-CH3 -(CH,CH2)C(O)OCH; 2-methyl-pyridin-4-yl|

~CHs -(CHoCH)C(O)OCH4 3-methyl-pyridin-4-yi

-CH; -(CH,CH,)C(O)OCH; 1-tolylsulphonyl-pyrrol-3-yl

-CH; -(CH2CH,)C(O)OQCH; 1-tolylsulphonyl-indol-3-yi

-CHj ~(CH2CH5)C({O)OCH, 1-phenyisulphonyl-indol-3-yl

-CHs -(CHxCH,)C(O)OCH3 1-methylsulphonyl-indol-3-yI

-CH; -(CH>CH,)C(O)OCHS3 1-dimethylaminosulphonyl-indol-3-yl

-CHj ~(CH»CH,)C(O)OCH4 1-morphalinosulphonyl-indol-3-yl

Table B4:

R5 R6 R7

-CN -CH; 4-hydroxy-3,5-dimethylphenyl

-CN -CH;3 4-methoxy-3,5-dimethylphenyl

-CN -CH3 4-carboxy-phenyl

-CN -CHj4 2-methyl-4-hydroxy-phenyl

-CN -CH3 4-amino-phenyl

-CN -CHj3 4-(2H-tetrazol-5-yl)-phenyl

-CN -CHj 4-morpholino-sulphonylamino-phenyl

-CN -CH;3 4-methylsulphonylamino-phenyl

-CN -CH; pyridin-4-y|

-CN ~-CH3 quinolin-4-yl

-CN -CHj 2-methyl-pyridin-4-y|

-CN -CH3 3-methyl-pyridin-4-yl

-CN -CHs 1-tolylsulphonyl-pyrrol-3-y|

-CN -CH;3 1-tolylsulphonyl-indol-3-yl

-CN -CH, 1-phenylsulphonyl-indo!-3-yl

-CN -CHs 1-methylsulphonyl-indol-3-yl

-CN -CH4 1-dimethylaminosulphonyl-indol-3-yl

-CN -CH; 1-morpholinosulphonyl-indol-3-yl




-CH3 -CH3 1-net hyl sul phonyl -i ndol -3-yl -CH3 -CH3

1- di nmet hyl am nosul phonyl -i ndol - 3-yl -CH3 - CH3
wazeesopdied i nosul phonyl -i ndol -3-yl Tabl e B2: R5PEEERN04/051307

-CN - CH3 4- hydroxy- 3, 5-di net hyl phenyl -CN -CH3

4- et hoxy- 3, 5-di et hyl phenyl -CN - CH3 4-car boxy- phenyl

-CN -CH3 2-net hyl - 4- hydr oxy- phenyl -CN - CH3

4- am no- phenyl -CN -CH3 4-(2Htetrazol -5-yl)-phenyl

-CN - CH3 4-nor phol i no- sulphonyk@n1no phenyl -CN -CH3

4- et hyl sul phonyl am no- phenyl -CN -CH3 pyri di n-4-yl

THENomfddBdsaticordihg 1o-tHe- préseihvehlids cah teRtrépated it dxeinple,4n 3H art-known

mgn:mer %afh ﬁ%" He?/stznt@f Ehcfjéhgwn ?sy #olmméﬁ%%closed in WO 02/48144, WO

&3/0(161 p WQIGS1044H p,_ @ypmgq,pr W Rp/054837, or as described by way of example in
the foli@ving exarhjiés oydnalogaely oSsivilarly hbtetoCH3

1- met hyl sul phonyl -i ndol -3-yl -CN -CH3

1- di net hyl am nosul phonyl -i ndol -3-yl -CN - CH3

1- nmor [ ul phonyl - ReOtre3- v Table B3: R5 R6 R7
- CH3 H?P hydr oxy- &1 Tphepyl
- CH3 OCH3 4-(ipt hoxy- 3, %%enyl
-CH3 ™~ ( = X R51
-(CH2 O OCH3" 2- net hyl - 4- hydr oxy, > RS
-(CH2 ) C(O) OCH3 4- am no- phenyl '

-(CH2CHR) V) OCHB 4~( 2H-tetrazo)-5Y1 ) - e_nyIO-CHS

- (CH2CH2) C( O OCH3 qui nol j
2-met hyl - pyri di n-4-yl

+
/ base
J\ g7 ON” " Re

R4 a (m R1
\m %‘]

As shown in the scheme above, in a first reaction step compounds of formula VIII, in which R1, R2,
R3, R4, R41, R5 and R51 have the meanings indicated above, are reacted with compounds of formula
VII, in which R8 has the meanings indicated above and L is a suitable leaving group, for example
chlorine or an acyloxy radical (e.g. the R8-CH,-C(0)-O- radical), to give in the presence of a suitable

organic or inorganic base corresponding compounds of formula VI.

)

Alternatively, compounds of formula VI are also accessible from compounds of formula VIII, in which
R1, R2, R3, R4, R41, R5 and R51 have the meanings indicated above, and compounds of formula VII,
in which R8 has the meanings indicated above and L is hydroxyl, by reaction with amide bond linking
reagents known to the person skilled in the art. Exemplary amide bond linking reagents known to the
person skilled in the art which may be mentioned are, for example, the carbodiimides (e.g.
dicyclohexylcarbodiimide or, preferably, 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide
hydrochloride), azodicarboxylic acid derivatives (e.g. diethyl azodicarboxylate), uronium salts [e.g. O-
(benzotriazol-1-yl)}-N,N,N’,N'-tetramethyluronium tetrafluoroborate or O-(benzotriazol-1yl)-N,N,N',N'-
tetramthyl-uronium-hexafluorophosphate] and N,N'-carbonyldiimidazole. In the scope of this invention



- - (CH2CH2) C(O) OCH3 3-net hyl - pyridin-4-yl -CH3
-(CH2CH2) C(O) OCH3 1-tol yl sul phonyl -pyrrol -3-yl -CH3
WO ¢@sACH29 C( O) OCH3 1-t ol yl sul phonyl -i ndol - 3- yl PETZER2004/051307
- (CH2CH2) C( O OCH3 1- phenyl sul phonyl -i ndol -3-yl -CH3
- (CH2CH2) C( O OCH3 1- et hyl sul phonyl -i ndol -3-yl -CH3
- (CH2CH2) C( O) OCH3 1-di net hyl am nosul phonyl -i ndol - 3-yl
- (CH2CH2) C( O) OCH3
1- nor phol i nosul phonyl -i ndol - %% Table B4: RS R6 R7
-CN - CH3 4- hydroxy- 3, 5-di met hylphenyl -CN - CH3

grelerédamiye Bnb tikingedaayitphre UbbhlumWts%aﬂm%%dlm%yéreferably,
r
3 %&%@6’%“2&"“’%@'%%2 ke Rediy Bl yl) - phenyl -CN

- CH3 4- nor phol i no- sul phonyl am no- phenyl -CN - CH3
Gaimebdiighssané pamsayuauTidEr@omiitnytnowhl thd pdson ¥killed i thérarVdr as described

?%ﬂp@@ﬂ@ﬂ%H%MHk?F¥évxk -CN - CH3 2-net hyl - pyri di n-4-yl

din-4-yl -CN -CH3
1-tol yl sul phonyl -pyrrol -3-yl -CN -CH3
As ghowtyinshel rekicstep| compoldids Grtiyd fornfuld IV Giti@hich R1, R2, R3, R4, R41, R5, R51 and

ﬂs ﬁ’J\‘/@ ﬂl\éln%éhlp Wv%afe'd %g%vle r%n )5%: obtathed by, cyclocondensation of corresponding
Tmaplllﬂg%/ﬂ nﬁ{%\d_ I Wﬁ'PCOF‘gR']‘é?"OB r%aptlon@\garrgigut in a manner habitual per

sk-torthe phed)n skdisdjlh fecantyor as dedalbe@byvayud examipR0on the Following examples,
a’b@&r@ih@io%cﬁl& rﬁéﬂ%r:ﬂkﬁ(é ? s de VB8 ih 9TErSANs e 1956‘3&’2%6 ‘?1982) in the

or_i'n
"d%?&‘-‘re A% ggwtsﬂa Qg agd%qf?tm@e\ggae%g E‘ECQ?SJP%%P'B@% @obRhogghorio acd
e¢pherug dentapiiloBid/ thogshbis panoxda bOdhtaihorus BOCAENIB lid 4 ditable inert
éé@elg 34 & MYmnﬁédiﬁldl%@a?Sd'n' s@&ﬂasklﬁﬁlon A m@‘@%l h?drb(%rﬂon uch as

exa

t? Hene 0{' g/le%ﬁfr ﬁﬁl} S‘t"(?f‘r a t?%%'lpaﬁoé{nf Soff W|th0ut furthr solvent using an

excess of condensing agent, at reduced temperature, or at room temperature, or at elevated
temperature or at the boiling temperature of the solvent or condensing agent used.

Compounds of formula IV are converted either with compounds of formulae |1, in which R7 has the
meanings given above, and lll, in which R6 is 1-6C-alkyl or 1-4C-alkyl substituted by 1-4C-
alkoxycarbonyl, or with compounds of formula V, in which R7 has the meanings given above and R6
is 1-6C-alkyl or 1-4C-alkyl substituted by 1-4C-alkoxycarbonyl, optionally in a one pot synthesis and
suitably in the presence of an inorganic or organic base (in particular a cyclic amine, e.g. piperidine)
into the corresponding compounds of formula I.

Said conversion can be carried out as known tfo the skilled person or as described in the following
examples or analogously or similarly thereto.

Compounds of formulae VIII, VII, Il and Il are commercially available or can be obtained in a manner
known to the skilled person from his/her expert knowledge and/ar from literature.

Compounds of formula V are known or are accessible by reaction of compounds of formula Il with
compounds of formula Il in the presence of a suitable organic or inorganic base in a manner
customary per se to the skilled person.

Compounds of formula | obtained can be converted into further compounds of formula | by methods
known to one of ordinary skill in the art. More specifically, for example, from compounds of the
formula I, in which
a.) R8, R61, R71, R74 or R76 are an ester group, the corresponding acids can be obtained by
acidic or, particularly, alkaline hydrolysis;
b.) R8is an ester group, the corresponding reduced forms thereof (e.g. the hydroxymethyl or
methyl radicals) can be obtained by selective reduction reactions;



A .R2N / base 7 OR6 RL. R4 .R41 (H) (Ill) R4 R4l
,R5 R5 R51 2N R6 or RB R7 R3 (V) (1) As shown in the
wa@elvenesiabove, in a first reaction step conpouPdBEEPR{004/051307

formula VIII, in which Rl, R2, R3, R4, R41l, R5 a_nd R51
have the neani ngs indicated above, are reacted with
conpounds of fornmula VII, in which R8 has the neani ngs

i ndi cated above and L is a suitable |eaving group, for
exanpl e chlorine or an acyl oxynr_adi cal (e.g. the
R8-CH2- (O -O radical), to give in the presence of a

s uict) aik8 ie abydyexymethy igraup Owt@ﬂdﬂaie(‘ac&ﬁdi@ I§: ) the REMRRPSHAIRG ester or ether
composuesive .chRH Ml dabe obfl teﬁ B;F‘?sﬂén\‘.&Jan or etHeRH (}(rjmsrea%fions;
formula VI are al So access bl & TTon conpouiias o

f ordrhuRES 9 pater of Garkeeyl gipurihe qrpesprmlingramidergan bermbtained bygidification
have reddionseani ngs i ndi cat ed above, and conpounds of

fo <alid/N | ' i_ndi cat e .
cboye and PR, i o TR e 1 By ot
| i nki HY'PP E3Repotaingd, B\(Aﬁ/ﬁ'qga"%weﬁélp@ ®artigylarly by eeactign whfea chiorination
art . reagenysuelras salfiirgl ehlividn dhibriyhdhionige eregioidstcdiiiaigg t O

t he) ngyis PAcSlsLigduled by nﬁ%g@ﬁ Bbt%é)ghc?%é{in &), %%Bﬂre%g&%ing

3{ g;, CJeg{?g%ﬁ%-%@aqtapi%l%%%g}?qtédlﬂ?éf%,s—gmxy’ ydroxyl, halogen or -N(R611)R612
1- et pah b@oltdnadibyrwudigdphilin subgtitut@yrbgatienstyoit istitaibld @ucleophiles;
hy dly Gt Pac AR suRER@l %?Fe\ W lobtainaid %g?f?fgb {ﬁ S%ﬁ%sé&dﬂg

di et hyl. azaodi carboxyl L urani um e.d. ]
(benZ b e o b hpuire g alrargrenm mpobained by
t et r Kialion ghbesiaribcatien rerdlibnsrinder siitablelceriditions; N, N, N, N' -

t eh) Retidpbthyl] Bt geRNR A)ddﬁé@ﬁhﬁ)sstf’m@&f?&.g.mydroxymethyl or formyl

N, N - Ldijm ole. Int scope of this " ) .
 ver ERERDEA 8 b Syt T R Gislon Sectns e it i
ur oniofiprgaNese digide topphiaini tha forayl rpdicatedr bodi i mi des,

pr &) &xeadiomyl obtainable according h.), the corresponding aminated compounds can be

1- et Byl 3ol LA Aoqrepyl ) car bodi | m de

hydr ochl or | .reacflons are carried out under

c ohdiRGiithyarogyfesiity! ehtpinahle apeordingrh.)stke Foresgpdnding fiusriser compeunds can be
as debinedpdiueimatign razdtidry i n the fol | ow ng exanpl es. As
LR gty SAISHRRLe ALY fhecan o
meanSYR§EIUSREH rdyalien s cemprupds bingdned by

cycl ocondensati on of correspondi ng conmpounds of the °

The rdhbds nYantioned iuflder 4§ &o%)%?éj&gec‘o@énitlf%rrtﬁeﬁgﬁ% Aé‘rgllé%dr'iélg Eoqun?r *é%lgods known

habi t
7o prEor ST e gees d=eaiohs bvaus) Sxmoie i foloving wapes.
foll ow ng exanpl es, accordi ng to Bi schl er-Napi eral ski

I{i€mreo@PkridRA t thOFslsdnkitled irgEF B thalftherd %%ga rgjrﬁ%grodf %28 centers on a

S‘&B’Hé grfigt?rlrn% %{é&gﬂ&j‘mg ﬁgﬁ; ta%?ecgﬁgggglggﬁ%:o&e or more reactive centers
tenerioranll bk pieteciive gropgin opladts plverausagtiemtogedtbart spdeéfically at the desired
réBRRRBNAEA dBBiRH Q¥dcHiRtioR for RB ASPHANASe Qinbehds ‘BFoivéjr?protie&iv@groups is
fosﬂlﬁlcli, oar%!(aemdler,] %r“lbrotective Groups in Organic Synthesis” by T. Greene and P. Wuts (John
Wiley & Sons, Inc. 1999, 3" Ed.) orin “Protecting Groups (Thieme Foundations Organic Chemistry

Series N Group” by P. Kocienski (Thieme Medical Publishers, 2000).

The isolation and purification of the substances according to the invention is carried out in a manner
known per se, e.g. by distilling off the solvent in vacuo and recrystallizing the resulting residue from a
suitable solvent or subjecting it to one of the customary purification methods, such as, for example,
column chromatography on suitable support material.

Salts are obtained by dissolving the free compound in a suitable solvent (e.g. a ketone, suchas



solvent, e.g. in a chlorinated hydrocarbon such as
chloroform or in a cyclic hydrocarbon such as tol uene
wW@roogpbaee, or another inert solvent such as PCT/EP2004/051307

acetonitrile, or without further solvent using an

excess of condensing agent, at reduced tenperature, or

at roomtenperature, or at elevated tenperature or at

the boiling tenperature of the solvent or condensing

agent used. Conpounds of fornu%g_lv are converted

either with conpounds of forrmulae Il, in which R7 has

adetonaEaeinyhefByl getoreror alethyldsobatyl detbhd, an etnery\sucﬁas &§ihyl Sther,

fhtr@ﬂ%ﬁ@gg%ﬁwlor Qlﬁxaée A‘:ﬁhfi’ahll@f h?ﬂgg%ﬂr?% géugﬁjaQM?th)flene chande\(}r chigroform, or a
%épg ztahﬁ@/ 'ﬁ@lﬁ?hol‘@'gh H afharol op isoREonaRel) viEchi cgntams the desired acid

ar-b@es, at tyhiciothe Zdest@d atikyribageLibibn adde@.hB Yalts are obtained by filtering,

ﬂepé@pl?almlfd) Ebé%ﬂfa*ﬂ it a (RREdVBRGS tl¥ édrdltlgh Qaﬂ%r lﬁ/oévapso\(ﬁl{’lg 2 sglvent Salts

ati,tadréerqlcen @ %oélv?qe bglr(a{ljlgaglarpe%?bi gc@(}z@pq)rblntameﬁ@e cgn@unds which in turn
gsinbe iconyiertasl)intp palis. It this veayr phesnaoolicdically inIREOIIBEIS c@f be converted into

prafma¢bBgitally PRkdbleCaiyyer si on can be carried out as known
to the sk|Y | ed person or as described in the follow ng

exanpl es or anal ogously or simlarly thereto.
Therpesameldledin theartinbwsor\thd basis \uf Hig/her kitowdedde 4rid cartte basis of those

mm 6itad, WricRMBish&W Bid QLRI RBNIR %%bébﬁﬁhoh B thlis Fﬁ%}ﬁl&{ how to find

AR sl sl ST PP Bt P rmiad e o ppslnsymiosi
'9“*8?%!9 Rﬁ@?ﬁt o thisdpyentipncessi bl e by reaction of conpounds

of formula Il with conpounds of forrmula II1 |n the
i nor anlc hase

vaﬁg %Q&ﬁbe%ftheain\%mlon%bde?alIoti'n% g(?)héoﬁ{}ef ﬁ’rf“‘S@H B\@Ptéoaﬁs not Ilmlted only to those

er cust
%ﬂ@@%f'sﬂﬁwﬁmb@mmemﬂof\awn belaprarenble persensekitiagidn the tit,

rhwfbditbns catais aas abtafions ihéddscibéd m&ﬁ.@.@&anmfﬁ%e Bﬁ)th@ B&se of the

d?écclogfrg terbaghg ex lblle Mgr‘cﬂg Qre glfe'}%tnhdlé\&osurﬁi&ghel preseﬁ u\n;\%htléaﬁ wghOJJt
(% n':Eéme t??]ip'"t R7d43°8'?e okt inveationn ester group, the

correspondlng aci ds can be obtained by acidic or,

'Im@gd'llb\ﬁlh% é(al‘ngles ?énk(ﬂl) 'ill rﬁiéXﬁH %@dnﬁ? %lgatlr cﬁ%ﬂ wﬁh(}%p T gtn%mg it. Likewise,
f% %?HP‘BW ﬁﬁ@%@r Lﬂ?r ‘H’RSF] prParation isdobgxpliitly des@rﬂa?@t o alsg be

Pipared ineantanglegaue thaarier ain a manrter amdiacpe) sd B thepemson skilled in the art using
chatehay praBdsDieknrifugd!p obt ai nabl e according b.), the
correspondi ng ester or ether derivatives -CH2- O R81

can be obtained by esterification or etherification

Ip B examples; M. stankg for melting poist, difordipur(si mifoy ingtes epne. fohencentrated,
sBtas o RRisl, NS f@MESpeilh, Mo RliduReEy Dy ami dification
reactions; e.) R6 is 1-4C alkyl, particularly methyl,

t he correspondlng hal ogenat ed, preferably chlorlnated

Uglest pthervigmnaied. tﬁﬁpakmrm)mawg gwationedhexpeagi4 vethis herein contain a
chieality IcénﬂérﬁthéWar@NesﬁEe'ﬂGItub@ﬁvéM dsta@nfidhiRtutes ﬁélbﬁ Nwifh6@ A2 cting this
"§H&Q quuryI chl ori de, thlonyl chl ori de or
N-ch?orosu00|n|n1de f.) R6 is 1-4C al kyl substituted

by hal ogen obt ai nabl e according e.)>the correspondi ng
Thecdmpatinids @entiondCin dekathmpi@s all s HiPSHits bt fbed®mers alga a preferred

ste‘l:{%f"MeﬁR)é}{ﬁonhydr oxyl, hal ogen or-N(R611) R612 can
6talne by nucleophlllc substitution reactions with

sui tabl e nucl eophiles; g.) R6 is 1-4C- al kyl
substituted by hydroxyl obtainable according f.), the
correspondi ng derivatized 1-4Cal kyl radicals
substituted by 1-4C- al koxycarbonyl can be obtai ned by



oxi dation and esterification reactions under suitable
conditions; h.) R6 is nethyl, the correspondi ng
w@ziodioaaed f orms t hereof (e.g. the hydroxymet hyPCDEP2004/051307

fornyl radicals) can be obtained stepwi se or directly
by sel ective oxidation reactions (e.g. with the aid of
manganese di oxide to obtain the fornyl radicals); i.)
R6 is fornyl obtainable according h.), the
correspondi ng am nated conmpoungs can be obtai ned by
reductive amnation reaction; |J.) R6 is hydroxynethyl
obt ai nabl e according h.), the correspondi ng fluorine
Q gds can be obtained by fluorination reaction;
E‘?ﬁg%'ls nmet hyl , the correspondi ng am no conpounds
can be obtai ned by nitration reaction and

tial reduction of the nitro conpounds
dﬁ?iﬁ 2& The net hods nentioned under a.) to k.) are

expedi ently carried out anal ogously to the nethods

Known. (t401ytjuhﬁy @s‘-ﬁnﬁﬁmylsdﬁbwl)%% d.rﬂetﬁct)&-s%f 4. m:%th;ﬁ% 6%%8:%' BE&or2,1-

ow ng exanpl e

by
nor \é\ﬁa@lg}quwﬁgﬁm C?gmtyﬂ acﬁ?e‘iﬂyger?eékl lled in the art that
halogpystydo a preceslure sereibeddfy Mayerdn Listdgsoent @rem. 098129, 1534-1544, (6,7-

diinathdxy BCB- Methymﬂ[m%éhﬂsoﬁﬁlmﬁﬂf}ﬂde‘né) eﬁt@% 8 e@r?l%@t%ﬁg&xpound AT)is
Fegct‘%y vﬁ@ :ﬂ{}rg %ﬁnal% anmrhﬁdrg)g 39% l%%thg%nwjdghypg?) @ﬁhet t@e cg/mpound

'ﬁ? edg 4§ﬂ>éc’1‘ PI‘C%.IM‘}m&fCt he desired reaction center. A
detailed description for the use of a large nunber of

found,,.for ex
'ﬁfe?%lg\glg? F)\%‘éﬂ%%% gé&?im%é’é‘ ?g) caﬁ be PP Fedin analagy %}Eﬁmﬁlﬁl using the
WRYPESte grting ‘W‘B?Hﬁ‘d Vplecisd fansm]@oun quosrstmg 9fghe @mgouds MM torA9. Al
dldehjdes osetlctd dmgm@‘dallpa/a(lémal ot 63 HeQirspa Rt irDahBlo§Y 1 PMliShed procedures. If

p%ﬁé ?_{I)' lﬁﬂfd c%rg%&l eQ%r f useh(%%t'egé]&%ttroétaaneeémthyl-s 6-dihydro-

pﬁ!ﬁ?? q@!el quﬁohgefs Et"Hé metiostcarenietntdéralydigrirglofealisoquinolines (e.g. 3-
(B.A-ivettriosy5, b-slihpdio-pyreb[20tlisoquinalinh@y)pedpiokio eathyRSERS, resPedlively are
dindystilling off the solvent in vacuo and

recrystallizing the resulting residue froma suitable

sol vent or subjecting it to one of the customary

Pur i BiOimethexyr3eh Tidnisthyl 28 4,5 arimettiaxy-plocgilvp,baihydre-byoid]2, 1-
Chf0@ﬁk@@&ﬂﬂﬁ¥c&ﬁnﬁ%b&@@hﬁe&HPDOft material. Salts are

obta| & o Vi ree compound in a suitable
solven%ﬁfgyg 2 R ﬁ% %gd%h asacet one, nethyl ethyl

ket one or net hyl |sobutyl ket one, an ether, such as
di et by3-(4a3hied-pheh&lyT-GHaMAIeXd-dimBth ly-38 SRR y1-55-dihydro-p rrolo[2,1-

chlo Iy uch as nethylene chl’oride or
Elspgfr%ﬁnéwggr@ﬁlcgcnd Fth gr wei ght " al i phati ¢

aI coN§I(M§'dl:"h54§§ BPhahbt 64fC i sopr opanol ) whi ch contai ns
the desired acid or base, or to which the desired acid

or b sal re. o
4f 1t I})}lgt’%mﬁllgﬁﬂo @QQ&? 8,t9-5|?1$eth0ﬁ é,g 5- nr?eéteys)%i{g dw«f ro- pé-mk)[z 1=
nons I ‘F?@P%'SP?‘?‘ ghvisatér or by evaporating the
sol vMBt(M+I{Ba4 463.10Mjpat t@d- wancbe converted by
al kal i zation or by acidification into the free
conp&_?%nd?%1 which in turn can be converted into salts.
Sl argsia SN ehenyl-3.9-dimetheries srdimethylzf,6-dihyseerpyrrolof2, 1-
be cdisompirplg-f-aatboxytibasid@nywbsagi cal ly tol erable salts.

The QR8HGAN =Stbb! & gt | t knows on the basis of
hls/heg ﬂﬂomﬂed egangsoﬂ%tﬂg basis of those synthesis

routes, which are shown and described within the
6des c(ﬁRﬁtfi Bthyl @(4-hjndrexyi31Bwdirndtihyd pheniaP8\b-ainteitHagy - mB@Y1-5,6-dihydro-
poss;gy%lg yéf]mda@ﬁblﬁerl%%?)@‘lcfa%rd ﬁ,&ﬂ&%ynds of the formula

er poss e sy esls routes are al so
part %f t 462ﬁ JJ



Havi ng described the invention in detail, the scope of

the present invention is not limted only to those
waele®sionodied characteristics or enbodi nents. As RET/EP1964/051307

apparent to persons skilled in the art, nodifications,

vari ations and adaptations to the described invention

can be nade on the base of the disclosure (e.g. the

explicite, inplicite or inherent disclosure) of the

present invention w thout depa.&lng fromthe spirit

and scope of this invention. e foll owm ng exanpl es

ger ve(5RE)-4-Chioreheny-6-ethiies 9-tivefibly 3 méthy1-8 5 RiHy &r6-phediold. A-ajisoquinoline-

W t hopgargoeﬁkléhg&mﬂgstb,t Li kewi se, further conpounds of
reparation is not explicitly

t he
descrﬁ%@ﬁ”ﬂcéﬁ4éﬂ%6=b Torlép# ed in an anal ogous nanner
or in a manner famliar per se to the person skilled

gn t h(@al@' éaR’é? b.Q.Q (&%FOQ\?@ 5%; n%lil-&ls&%ﬁ )tﬁ)ﬁp r&rﬁe”ﬁ?ow 3-methyl|1§:1,5,6,7,8,8a—

exa
our CEyaHy oAl i spaidBeepovicas s s e, st d.
for 543 (M) ed90.4B.p.cr186m992 Kpect rum M for nol ecul ar
ion Unl ess otherwi se noted, if the exenplary
npo ed ex ressis verbis herein contain
Gt AR e eiares SRR ATE o HrPARS dtycro-
I ac erAveolef?.telivoguindiing-arboxyiictatid ethylrea®t ri cting this

i nvenid gnHy bas£;np. ERgs CqgpQunds nentioned in the
exanples as well as their salts and stereoisoners are

a preferred subject of the invention. Exanpl es Fina
19: od yeRY-8P-Dimethoxy-3,5-dimethyl-2-(3,4 .5-trimethoxy-phenyl)-5,6-dinydro- pyrrolo[2 1-
2-( 4~ah1ﬁ6dﬁ.ﬁé%%§t6i@f%kl&)ékn REgpy! ) - 8, 9- di met hoxy- 3,

tringt XA+H? g%d {bagyrfoJ o[ 2, 1-

]|soqu no |ne & Caci d et hyl ester
Anal ogously to a procedure descri bed by Meyer in
11i ebi(§Fs)A9DimENEHN 3,5L88dthyl-S-naghsfen 1544 6-ofhGdrd- pyrrol0[2 1-a]|soqumollne-1—

di me yl -3, 4-di hydro-2Hi soqui nol i n- 1-vyl
fi
i dene -a et?cgeag%Eegth ester (conpound A7) is

r eac tMSHMAH Hi46-t - &1 ﬁe and 4- hydr oxy- 3, 5- di net hyl
benzal dehyde to afford the title conpound. M5 (MtH) =

164 %ﬁR@BQRS)‘CI%ﬂOOH Dlrﬁétﬁoxyg JA?@ dE R%{!h%VWqu dF&(a{?éTRIZ ggﬁﬂexghydro-

(Exa

1 usP ?0([415 TRy siding éarg?’%ﬂ'ctalcl‘i'g?"b/b?ﬁ?@und sel ect ed

fromMSiM+§l=e@ﬂﬁ CosE389-APICE t he conmpounds Al to A9.
al dehydes used are comercially avail abl e or can

pr alo to_published procedures.
ﬁl ¢ BB iR o - St ey 8 8¢ bprahigio-
used pyrm%‘aﬁbl'eﬂanthﬂﬂln@etmaml;c acid ethyl ester

3-et mI(M5Hﬁ=gb7l"3y.qupopy5§_oJ159[ocz 1-a]i soqui nol i nes and
3- met hoxycar bonyl et hyl -5, 6-di hydro-pyrrol o 2, 1-a]i soqu

inolines (e.g. 3-
1¢8, 9(4@Rﬁ9|3h@x19 -Din@haky-yehtiyl-pywinath-8{yR4<l5,a7.8 Satexahyakd-pyrdiof2,1-
-yl) mreﬁarmﬁ.umembrmyncea%td%west& espectively are

obta
Mgre(r@+Wo AS??§ %I 5-trinmethyl-2-(3,4,5-trinmethoxy-phen
yI) 5, 6- di hydro-pyrrol of 2, 1-

18] | s@EgRBER) o8- -D]méil@fx@-@-)ﬁ%dtHyP?ﬁépﬂthSIterlilYJyI £3,67 8 Mendddo-pyrrolof2,1-

510 %%
ﬁlp ﬁﬁg@ﬁf"dme %?{boxgpc I éh%ﬂef 8, 9-di net hoxy-3, 5, 5-tr
| rret H (MH)e- ‘é’ﬁﬁyﬂpo- %& 18[9, 1-
a] i soqui nol i ne-1-car boxylicacid ethyl ester
16. (4aR,8aR)-2-(4-Hydroxy-3,5-dimethyl-phenyl)-10,11-dimethoxy-3-methyl-4a,5,6,7,8,8a-
hexahydro-pyrrolo[2,1-fphenanthridine-1-carboxylic acid ethyl ester
MS (M+H) = 490.2; m.p. = 203 - 206 °C



M5 (MtH) = 546.2; mp. = 61 - 64 0C 4.
2- (3-Di net hyl am no- phenyl ) -8, 9-di met hoxy- 3,5
w®G2a0si00mehyl - 5, 6- di hydr o- pyrrol o 2, 1- PCT/EP2004/051307
a] i soqui nol i ne-1-carboxylicacid ethyl ester M5 (MtH) =
463.1; mp. = 101 - 102 0C 5. (5RS)-
(4- Hydr oxy- 3, 5-di net hyl - phenyl ) - 8, 9- di et hoxy- 3, 5-di ne
t hyl -5, 6-di hydro-pyrrol o[ 2, 1-
aj i soqui nol i ne-i -carboxyl i caci_g,ll ethyl ester M5 (MrH) =
450.2; mp. = 158 - 161 0OC 6. _ _
(5 Rﬁ)(558)3Etwlﬁ@-dirﬂetwgdﬁ%wﬁz-ﬁapdihfm[-hylls,@m@)aw-ayrr&o[@ndI
met QYA hy, - di rrolo
2,1- %%%%'aﬁﬁﬁof%ﬁg’f@? céﬁ&%ﬁ@l‘caci d ethyl ester M5
( MrH)MEMER =$#70.4008 = 164 -~ 166 0CT.
(5RS) - 2- Chl or ophenyl - 5- et hyl - 8, 9- di net hoxy- 3- net hyl -5,
£ di hyeso- @ 34; 1) iS22 BN S sSinyara:
L e G S e R L L e
8. pyrrolo[2,1-alisoquinoline-1-carboxylic acid ethyl ester
(4aRBAORE) =d8G0; .04y deC oxy- 3, 5- di net hyl - phenyl ) -10, 1
1- di met hoxy- 3- net hyl -4a, 5, 6, 7, 8, 8ahexahydr o-
rral  1- T gh,enant hri di ne-1-carboxylic acid ethyl
B e VAR S-Amgy - Phenyih8,s-dimethoxys 5 6-diydrogigralp[2,1-alisoquinoline-1,5-
(5RS)dicBnbEXyﬁg'acic21-(ztnylIﬁyml;mykgstes, 5-di net hyl - phenyl ) - 8, 9-di
met Ny (VBB LN ; rep. G-odi iy dEOpyYT 1ol Of
2, 1-a] i soquinoline-1-carboxylic acid ethyl ester M
(MtH) = 464.1; mp. = 188 - 190 0C 10.
305 RS)(5RE)S-9Eimethiny:y(2 3eroricanborylbthyl)- - Bethyl B-riaptitirainkiepk- 6 plihydro-
hje_nyIp»rr&[@nJ_ajiéau@ﬁdnnwearsﬂxg[c%ci&gtnynteﬁte1 tor B (MH)
alis Lpe; 1-carhaxylicacid ethyl ester =
496. 3@%%5 ‘5581‘}8"9' _%%8'5%6911.
(5RS) - 8, 9- Di net hoxy- 3, 5-di net hyl - 2- napht hal en-1-yl -5, 6
21di hyedn-elydrystyt38-@insinyl -phdry-8 SLANEH 8- mbthy CHE-BRYAYd-byeolide i1 d
et hyl is%%@inﬁcér%’ﬁpl = 456.1; mp. = 154 C %jy bolSE
(4aR§, MCi 5210, 11- Di et hoxy- 3- net hyl - 2- napht hal en-
Aflagnguglg tofhe proceglue slesraedfoichxemple i AP {dimethoxy-3,4-dihydro-2H-isoquinolin-1-
idehe)‘-a]cpbﬁmi&r(td’mdodﬁm) k-restca ity hitre etﬁﬁ'gc&n@ttlﬂydro@%t,ﬂim&@l
M- = »_ ) = 8 - § DI a . i
Hedinge Aok 2 By oo et Blerifra Simanory Speiny
{ojlq{%[il -S]’lsggumogr’m%hgqﬁ%péﬂ?aq %W’?%lse'fd of m.p. 285 — 287 °C. The mass spectrum
sPovis-thé pblecutan puakiMiiHres 388.cba.boxyl i caci d et hyl ester MS
(MtH) = 497.3; mp. = 153 - 157 0C 14.
4aR 8aR) - 10, 11- Di net hoxy- 3- met hyl - 2- qui nol i n- 4-yl - 4a,
?gn’llqﬁ’n@g’ mﬂgagkq?@'z@ﬁbc?p }F/’% pr@Pazgd]_in analogy to example 21 using the appropriate
steftiph eorapvihg AZlomr®: Al aldehipiex ybddaeciothreidity avefdbiy or Wm d\drédared in

mialds) fo Rublished prb . I ni -ni ic agi i i

TSRl o n e s proane ot o by el iy g e o
nglzogt’ %’te# Pé‘%ﬁf@}}’ﬁ'ﬁfé{?@qﬁyﬁy%ﬂ‘éﬂoﬂﬁ%-a“d 3-methoxycarbonylethyl-5,6-dihydro-
piFoiia halisohuinotinaseredpecively areydbiatnedici d et hyl ester

22 8,9-Dimethoxy-3-methyl-2-naphthalen-1-yl-5,6-dihydro-pyrrolo[2,1-aJisoquinoline-1-carbonitrile
MS (M+H) = 395.2; m.p. = 226 — 229 °C

23. 8,9-Dimethoxy-3-methyl-2-quinolin-4-yl-5,6-dihydro-pyrrolo[2, 1-alisoquinoline-1-carbonitrile
MS (M+H) = 396.3; m.p. = 239 — 243 °C

24. 2-(1H-Indol-3-yl)-8,9-dimethoxy-3-methyl-5,6-dihydro-pyrrolo[2,1-aJisoquinoline-1-carbonitrile
MS (M+H) = 384.3; m.p. =304 - 307 °C



M5 (MHH) = 496.1; mp. = 212 - 216 0OC 16.

(4aR, 8aR) - 2- (4- Hydr oxy- 3, 5-di net hyl - phenyl ) -10, 11- di ne
wo bmgpeR2net hyl - 4a, 5, 6, 7, 8, 8ahexahydr o- PCT/EP2004/051307

pyrrol o[ 2, 1-f| phenant hri di ne- 1- car boxylic acid ethyl

ester M5 (MtH) = 490.2; mp. = 203 - 206 0C17.

(5RS) - 5- Et hyl - 8, 9- di et hoxy- 3- net hyl - 2- napht hal en- 1- vyl

-5, 6-di hydro-pyrrol of 2, 1-

a] i soqui nol i ne-1- carboxyllcaC|§Eeﬂ:hyl ester M5 (MtH)

=470.1; oil 18.

e5RS) 2-(356W-téfvmybﬂ%ycﬁo@-pdeﬁm%bwmd:thln)etth 86-8inydrd-pRrob|2, 1-

oxy BsdingRkAY di hydropyrrol of
am e (gﬂém%Pcarbox IlcaC|d ethyl ester M5
('VH‘D

S Nil-070 e <250 r295
2- (4- Hydr oxy- 3, 5-di net hyl - phenyl) 8, 9- di net hoxy- 5, 6-di
ba/dr og QMHe@\'oﬂI @5 alnﬁlhplgﬂ@)ﬂb R-Q-Ty}éyf R}&%? -Q)QJE@?'I -eﬂ %ﬂu F[)10I|ne- -carbonitrile

acid
92 - mp =253 -

5RS) - 8, 9 D nethoxy 3-(2- nethoxycarbonyl ethyl)-5-neth
A-- 2- Qﬁ’[ﬂyﬁﬂ%ﬂ @rhydroxy3,Bidetyl8etioreyhoxyed-mpthyl-5,6-dihydro-pyrrolo[2,1-
2, 1- ad]usmmlinwlh bdfiorke &1 ey bdgaci d ethyl ester M5

( I\/H—|) 6 9 0C 21.

2-(4- M@@P%Q §5g“§?ngpﬁ FO% enyl )-8, 9-di met hoxy-3-neth
yl -5, 6-di hydr o- pyroIIo[2 1-

24| S UiHYebkyES- aumemyﬂméhyt)fslgldﬁne‘hﬁ@& 8GR t1-5 8-dlhDSo-pyrrolof2, 1-

f Ex
?gog%ﬂ&%ePﬂﬂgqcﬂg%ﬂa grdroagﬁklsqu|noI|n 1-

yl i ddfefM*E) &R M-p-F@68 c8fp®und A8) is reacted with
nitro ethane and 4-hydroxy- 3, 5-di net hyl benzal dehyde

fr%qf@lf)\ﬁlﬂ%g(ampleg(wgs d29-59% %anlb_e Bﬁegare(l'l 5n agal@gyd? w@ﬁ ”’f’;’“gn"ﬂ? ﬂppropnate
%ﬁﬂ ng cgt Bqu[w d‘fhﬁbﬁrb‘?el p@etpared in an art-known manner, or analogously or similarly as
@sdribed fosARIariAOAI alizhjldes 85da@R dofirlefiahy availdbn d?%érﬂ‘séspré;ﬁl'e'd% analogy

tQBumﬁéd pr%gerblures %ﬂ? troosg:opagggr %u ggélé MF}\@ e \é\rsls useg Ilps‘eg%of

r
T‘N&E‘anezg e@@)s Edydppyppielpd alipavinplinesang éyneﬁf@X@%@ﬁMeé‘WE@ﬁ dihydro-
RyEole(d. 1 Eliwqeipginesprespectvelytasr dbtamgd.conpound A8 or A9. Al l

al dehydes used are connercially avai |l abl e or can be

rep n ubllshed procedures. If nitro
B op oMol eyl BTy ToRl3d isung g propionc
inst@ﬁd"@ﬁﬂ@ﬁ@roethane

3- et mg (MeHH= g7y fro= Ry L §30k2, 1 - a] i soqui nol i nes and
3- net hoxycar bonyl et hyl -5, 6- di hydr opyrr ol of

2,1-a]isoqui nolines, respectively are obtained. 22.

38, 9- DFivemr?o&yw@omwmetnylmam BAtdimsttioxy-B 55nGetti-5,-dihpirg
yr 1 0byol|Z}t-isbgiidlitietidaibdfitikes car bonitrile MS (MrH) =

395 ﬁFAQLﬁ%Xg?%gﬁ%&ﬁi%gﬁgﬁtﬁﬁblin-4-y|-5,6-dihydro-pyr

roIo[2 1-a)isoquinoline-1-carbonitrile M5 (MtH) =
3396. 3{1-Oyapo-839-ddadhoxy-24dAindhf-4315,6-dihydro- p)h olof2, 1-a6'||soqumol(|jn-3-yl) propionic
hy

2-(1 {@Qﬁ“e sy )-8, 9-di net hoxy- 3- met
yrro |squ|noI|ne 1- carbonltrlle ME (MHH) =
27 35¢26.

384. ¥ 78om.p. =
2- (3, 5 D -tert but yl - 4- hydroxy phenyl ) -8, 9-di net hoxy- 3

s oo LML i porpon s et
250 al isggupoliy\-3-yi]-propionic a0|d methyl ester

MS(M+H) 461.0; m.p. =217 -219 °C

33. 8,9-Dimethoxy-2—(4—methoxy—3,5—dimethyl-phenyl)-3,5-dimethyl-5,6-dihydro—pyrrolo[2, 1-
alisoquinoline-1-carbonitrile



26.

8, 9- D nmet hoxy- 3, 5-di net hyl - 2- pyri di n-4-yl -5, 6-di hydr o-
WER00s0033pP, 1- a] i soqui noline-1 -carbonitril e NMPCIVEPH04051307

360.3; mp. = 253 - 254 0C 27.

3-[1- Cyano- 2- (4- hydr oxy- 3, 5-di net hyl ) - 8, 9- di met hoxy- 5-

nmet hyl - 5, 6- di hydr o- pyrrol o[ 2, 1-

a] i soqui nol i n3-yl]-propionic acid nethyl ester M5

(MrH) = 475.2; mp. = 208 - 209, 0C 28.

2- (4- Hydr oxy- 3, 5-di net hyl - pheny?) 8, 9- di net hoxy- 3, 5-di

met hyMS yi-6H)ai41ydr o- pyrrol o[ 2, 1-

a) i soqui nol i ne-1-carbonitrile M5 (MH) = 403.2; mp. =

ég éo 0C The foll ow ng exanpl es (Nos. 29-59) can

pr% FREP-P-H)-SRAIMeYPxx-methd rifl-dhypm-rygplplg 1tafigequinoline-1-carbonirile
appr o® (Nt =s8B8aBt | ng conpound, which can be prepared
in an art-known manner, or anal ogously or simlarly as

g Scr$§§d for Ai or. A9. All al dehydes used are
Iefhoxyse-Ermetipu3 Srdimediyi-pheny - Epathi$.6-dhvd e eeigi2. 1-

t o pudlikdquinditedrcabenlilees. | f nitro propane or4-nitro

but yriug naa)d 4688yl ester is used instead of

ni troet hane, 3-ethyl -5, 6-di hydro-pyrrolo[2,1

-a] i soqui nol i nes and

8. met(@-Beozy-Dddipy deo-itynd;564) b ddintl e thiy 3 rodtini-5,6-dinydro-pyrrolo[2, 1-

2, 1- aflis0mlinealchBestile’ €Spectivel y are obtai ned. 29.

3-(1 i met hoxy- 2- pyridin-4-yl -5, 6-di hydr o- py
SRR G0l onic_ac

rrol ui nol i n-3-yl)-propionic acid nethyl
ester M5 (MtH) = 417.9; mp. = 191 - 193 0C 30.

Fz. Fl 5u-Dimdthbdy- 38 memky)- ﬁ1-§oldén€&t§&bfdn[y9h‘ﬁfﬁyrl—& -351-8 5 4nY&RS-BRrotof2,1-

xy 3, I di hydr opyrrol o
iso%hlﬂg&lg'—)f cargom_ull carbonitrile M8 (MrH) = 421.2;

m p 5448 0C 31.
3- (1- Cyano- 8, 9- dlnethoxy 2-qui nol i n-4- yI 5, 6-di hydro-p

3T O'sQiﬁm tﬂm}&é 598%67{,] Iy ﬁ?lg’enXA)sﬂ@?%?ﬂg &&%‘ﬂif% TELIY ) rrolof2, 1-

ester

3- [1aEVHWWm2& i-garhgniffipxy - 3, 5 di et hyl - phenyl ) - 8, 9- di net
hoxy-MB @+H) Aiged.a- pyrrol of 2, 1-

ali soquinolin-3-yl]-propionic acid nmethyl ester M

MrH), = 461.0; mp. = 217 - 219 0C 33.
- 0- BitfEeENsr Eny 4 Hiindohdyly8. & dimetionet Srgime et tiyydm-myrefp(2.1-
net hylisoguitdire -barbenglpyr r ol of 2, 1-
al i samivaA) £ BerA-carbonitril eMs (MrH) =417.3; 34.
2- (1H 1 ndol - 5-yI') - d, 9- di et hoxy- 3- net hyl - 516- di hydr o-p
y oIo[2,1-a]|squ|noI|ne l-carbonitrile M5 (MtH) =
4984. 3-(1-Mgthanesulfonyi-1 H—indol-3-yl)-8,9—dimethoxy—3,5—dimethyl-5,6-dihydro-pyrrolo[2,1 -

8 9- Q@ﬁﬁﬁﬂmyp&ﬁ&ﬁmﬁgthoxy-B,5-dinethyl-phenyl)-s-neth
-pyrro 2,.1-

a] [ SOC]LfI noY 73382 d’aF%g%T?%i Fe Mvs (I\/H-H) = 403. 3; 36.

2- (1- Benzyl - 2, 3-di hydro- 1H i ndol - 5-yl ) - 8, 9- di net hoxy- 3

44met b;glmrﬁetﬁ:stfs}fﬂﬁ&hmw &&%F%M-yl) -5,6-dihydro-pyrrolo[2,1-alisoquinoline-1-

a]lsgg&;ﬁﬁélne -carbonitri

MS (M+H) = 375.8; m.p. = 279 — 282 °C

42. 7-Fluoro-8,9-dimethoxy-3,5-dimethyl-2-[ 1-(toluene-4-sulfony!)-1 H-indol-3-yl]-5,6-dihydro-
pyrrolo[2,1-alisoquinoline-1-carbonitrile
MS (M+H) = 587.0;

43. 2-(2,3-Dihydro-1 H-indol-5-yl)-8,9-dimethoxy-3-methyl-5,6-dihydro-pyrrolo[2, 1 -alisoquinoline-1-
carbonirile
MS (M+H) = 386.3;



M5 (MHH) = 476.1; 37.

8, 9- D net hoxy- 3, 5-di net hyl -2-[ 1- (t ol uene-4-sul fonyl)-1
woR@g0eke 3-yl ] -5, 6-di hydro-pyrrol o 2, 1- PCT/EP2004/051307
a] i soqui nol i ne-1-carbonitrile M5 (MtH) = 502.1; 38. d

- Di net hoxy- S. d-di net hyl -a-ti-”"ol uene”-sul fonyO | Hi ndo

| -S-yg- .e-dihydro-pyrrolop.ia]l

i soqui noline-1-carbonitrile M5 (MtH) = 569.0; 39.

2- (1- Benzenesul fonyl - 1Hi ndol - gﬁ_yl) 8, 9- di net hoxy- 3, 5-

di met hyl -5, 6- di hydr o- pyrrol o[ 2,

a] i soqui noline-1-carbonitrile M5 (MtH) = 537.7; 40.

24 (1- @@W@Bgﬁé‘% Eﬂ%%gl “phBhy ) %%os{.rﬂé’iqéé&)s “ist-S TR h R X i atRyi-5.6-

a]ls Frﬁwffwziakssﬁ'ﬂ%%?%ﬁr@nw(MFH) = 475.8; mp. =

219 -mB21228C 230.°C

8, 9- Dirrethoxy 3, 5-di met hyl - 2- (1- oxy-pyridi n-4-yl)-5, 6-

%W rrooZlalsoqumoIlnel carbonitrile M5

H)S 9_D| gIO)Q' =3, b‘neth;ﬂ-zz(?@ethylzygd@@ynﬁ 6-dihydro-pyrrolo[2,1-a]isoquinoline-1-

- FI werboriBle9- di met hoxy- 3, 5-di net hyl - 2-[ 1- (t ol uene- 4- su

Ifonwgwﬁ)a@m Xy 5485 & hydropyrrol of

21a]|squ|noI|rTgp1 carbonitrile M5 (MtH) = 587.0;

43.

46. ( 2,83-Dinkihoryes, Sttimethyl €1 (4-Bitrg-phendl)-9,6 diihigatrb pmojo{Bt-aRbdusHolir-1-
6 dicamgﬁ,@bpyrrol o[ 2, 1-a] i soqui noline-1- carbonitrile

3
2 +16'>)<y§€?-ghb‘? wé0Ry R enyl ) - 8, 9- di met hoxy- 5- nnet
hyI 3 nor phol i n-4-yl et hyl -5, 6-
44, ggdr(acwzsborﬂw - &Sty )5 HAGHYI-B 8Laind&ro-byrFdd [P Paisbddidofin- Ty Pbenzoic
8, - C‘r’rethox o di met hyl - 2- (2 met hyl - pyri din-4-yl)-5

- di MWH)'pfozﬂoﬂbﬂ 2287 aP8%°6qui nol i ne- 1- carbonitrile
= 374.2; mp. = 187 - 189 0C 46.

(
‘% i ? E'RRFBE% r%') s'gqlllijol %BPI nedfypéég.?%% (ﬁf’\\( Hz Pﬂsg‘wm%e'#

( MHyarboniigle 7. mp = 206 - 207 OC 47.
4- (1-MS/8iB) B3B- Glnpe tkexy 28, °6- di met hyl - 5, 6- di hydr o- pyrr
ol o[ 2, 1-a]i soqui nol i n- 2- yI) benzoi c acid MS (MtH) =
‘éOZ. g; m%. 87 - 289
- (48 RHmehow é*rfy:l retiy! éﬁamﬂ%x'ﬁwégﬂ%y'w Brifiredre-pyiioloR, tealigequinotine-1-
i ydr oarpgnitrile| o[ 2, 1- a] i soqui nol i ne-1- carbonitrile
MS (M+H) = 374.5; m.p. = 232 — 233 °C

50. 4-(1-Cyano-8—ethoxy—9-methoxy—3,5—dimethyl-5,6-dihydro-pyrrolo[2,1-a]isoquinolin-2—yl)-
benzoic acid
MS (M+H) = 417.2; m.p. =274 — 277 °C

51. 2-(4-Hydroxy-2-methyl-phenyl)-8,9-dimethoxy-3,5-dimethyl-5,6-dihyd ro-pyrrolo[2,1-
ajisoquinoline-1-carbonitrile
MS (M+H) = 389.1; m.p. = 228 — 230 °C

52. 4-(1-Cyano-8,9-dimethoxy-S,5-dimethyl-5,6-dihydro-pyrrolo[2,1-a]isoquinolin-z-yl)-benzamide
m.p. =228 —-230 °C

53. 8-Ethoxy-2—(4-hydroxy—3,5-dimethyl-phenyl)-9-methoxy-3,5-dimethyl-5,6-dihydro-pyrrolo[2,1-
alisoquinoline-1-carbonitrile
MS (M+H) = 417.2; m.p. =232 - 234 °C



M5 (MtH) = 374.1; mp. = 237 - 239 0C 49.
8, 9- D net hoxy- 3, 5-di net hyl - 2-(3-net hyl -pyridin-4-yl)-5
w0 ﬁﬂodliomdsr o-pyrrol o[ 2, 1-a] i soqui nol i ne-1- car bpti/EPI00€051307
M5 (MHH) = 374.5; mp. = 232 - 233 0C 50.
-(1- QIano 8- et hoxy- 9- met hoxy- 3, 5- di net hyl - 5, 6- di hydro
pyrrol o[ 2, 1-a]isoquinolin-2-yl)- benzoic acid M5
MtH) = 417.2; mp. = 274 - 277 0C 51.
(4- Hydr oxy- 2- met hyl - phenyl ) - §59 di met hoxy- 3, 5-di net h
-5, 6-di hydro-pyrrol o 2, 1-
| s oj{1iCGyand-$1@ diinethaxyat)Brdineiny| s, c\hydkpWrols]2 3 3fsodiindlh-2-yl) Fdole-1-
su#é’n%ééfé hyIamn e .
j\%aé?_' | met hoxy- 3, 5-di net hyl -5, 6-di hydr o- pyrr

oI o[ ] )Séa%?r‘%Pl"hz?’Q_)?pj cbenzam de mp. = 228 - 230
0C 53.
§5 Et anm%m(aéy hy. %@?ﬁyl 23(25neﬂl e %M’% o?b—f 05 bRy B b £

ro- p
al i s@&%ﬂqH'B%/linﬁ'Z'cf B’H‘i’%onl tril e I\/S (MtH) = 417.2; mp. =
232 -MP0B4H) €320.1;$.01=285 a1268 W
- di net hoxy- S. d- di met hyI S. b- di hydr o- pyrrol op i -aI i soqu

' IBQB Dléﬁémﬁln?%j hw%z{qg nérg@g%-%%?flg% 1H? |ndol-3-yl] 5 Elivghydro-
8 9- mymmmysogw@um—mmmmle (2- et hyl - 1- oxy-pyridin-4
-yl) -Ns @) By, onpyraqu 0bey ocl-

a] i soqui nol i ne-1-carbonitrile M5 (MtH) = 390.1; mp. =
265 - 268 0C 56.
F; 9- BNRINAHRY-35-gmeihyhet [#r(aH-tetrezal-5 yRenhpim5i6rdihydrogyirdiafay
)2- %l'l-a]i@dmholiﬁe-ﬂc:i!rb&\it?ledi hydr OPyr_r|0| O{VB (MH = 574.1
, 1- L .ne-1.-ca Itrile = .1,
m p. :M:é @%9_ Qg;l%ﬂb%_ﬁg_E&o%
8, 9- D net hoxy- 3, 5-di net hyl -2-[4-(2Htetrazol -5-yl)-phe
58y | ] Mordholthieaystifanicaeid 0| 1ady@ho-819-dimethoxy-3, 5-d|methyl-5 ?? dihydro- pyrrol0[2 1-
m p.

ali sgﬁéégmmhhggn%mg)%gi%t rile Ms (MHH) = 427.

204 I ne-4-sul fonic aC|d
[ 4- ( MSGHY= 825t 61975@%7(925305 di et hyl - 5, 6- di hydr o- pyr
rol of 2 1~ a]isoquinolin-2-yl)-phenyl]-amde M5 (MtH) =

5923 N[a-(1hno-3, sgj%ﬁbthoﬁggg g%thgpzae gfhydré r%éﬁ”iga_i]ils_qgijnlolgmézdﬂ)-phenyl]-

-di net o ro-pyrro

i nol Mya V%' ’H §1]1- net hanesul fonam de M5 (M+tH) =
452. MS (Md) = 45226 ih.p. =250- 288 °The f ol | owi ng exanpl es
(Exanpl es 60-67) can be prepared in analogy to exanple

e i o 8o PR B B3 e Criaes MarasRYip BRI ysgs the
apprapriatgrstajting sorirosiod, IWthi cdndoe peapaned inredsartAhowromader, & dnalogously or
sMiIBIB 8 A8 Soribsurel RBounRERPIbodAIl HaeRYddk Lad e QmnfAally available or can
be prepared in analogy to published procedures. If nitro propane or 4-nitro butyric acid methyl ester is
used instead of nitroethane, 3-ethyl-5,6-dihydro-pyrrolo[2,1-ajisoquinolines and 3-
methoxycarbonylethyl-5,6-dihydro-pyrrolo[2,1-ajisoquinolines, respectively are obtained.

~

<K N/ !

'\’&

60. 5-Ethy|-2-(2—ﬂu0r0-3,4-dimethoxy-phenyl)-8,9—dimethoxy—3—methyl-5,6-dihydro-pyrrolo[2,1 -
ajisoquinoline-1-carboxylic acid ethyl ester
MS (M+H) = 498.1;

61. 7-Chloro-8,9-dimethoxy-3,5-dimethyl-2-pyridin-4-yl-5,6-dihydro-pyrrolo[2, 1 -alisoquinoline-1-
carboxylic acid ethyl ester
MS (M+H) = 441.3;



be prepared in analogy to published procedures. If

nitro propane or 4-nitro butyric acid nethyl ester is
wae@dodrige ead of nitroethane, PCT/EP2004/051307

3-ethyl -5, 6-di hydro-pyrrol o[ 2, 1-a] i soqui nol i nes and 3-

met hoxycar bonyl et hyl -5, 6- di hydro-pyrrol o[ 2, 1-a]i soqui n

ol i nes, respectively are obtained. 60.

5- Et hyl - 2- (2-fl uor o- 3, 4- di met hoxy- phenyl ) -8, 9- di met hox

y-3-nethy|-5,6-dihydro-pyrroloég,l-

a] i soqui nol i ne- 1- carboxylicacid ethyl ester M5 (MrH) =

67129?}] |ZI7:-CIﬁcto-2—(4—hydroxy—3,5-dimethyl—phenyl)-8,9-dilmethoxy-3,5-<gjimeth£—5,6|-dih drg-

- =8 4 hoxy- = i - 2-pyridin-4-yl-5,

- di hyp“%frg;-’[%%%P%F@F‘%‘F‘%%ﬁ’ﬁ%‘g‘&%‘?ﬁ%w@&e - carboxylic acid

et hy MR8HEh =d&OmH) = 441.3; 62.

7- Chl or o- 2- (4- hydr oxy- 3, 5-di net hyl - phenyl ) - 8, 9-di net ho

eay- 3 ,ﬁﬁfﬁﬁ?&ﬁb\( I '3'§‘d§ﬁem3’£%{%g"amﬁ[ﬁ'g’b%[hy%’?'ﬁ{/rf°'°é231'@irs°%"§°“"e'1'

2,1-alisoquinoline-1- xyli‘caci d

( MrH)SRoRytiGagst ethybestey g 9_ T i net hoxy- 3

5- di 8 (M#H) 248%3;i di n- 4-yl -5, 6-di hydro-pyrrol o[ 2,1-a]is
squi nol i ne-1- carboxylic acid ethyl ester M5 (MtH) =

437. 3;. Q4.
% 9. %igf!gPﬁ‘BWZ%QWIWWBWb%‘P%VPMﬁWiny'msﬂcxlréﬁhijnydrg-pnrrolo[z1-
ui nolaligequinagfihe-H-c@bakylivyedid ethphasteol o[ 2 | 1-
a] i samvIal £ paysl- carboxylicacid ethyl ester M5 (MrH) =
529. 3; 65. 2-(4-Hydroxy-3,5-dinethyl -phe
pyl )-8, 9-di net hoxy- 3, 5-di net hyl -5, 6-di hydr o- pyrrol o[ 2,
6p.  aPi4bydipnl5-dimethyl- obenpiy & §ldinmtresy-8l5-dintethyl-5,& gihgiro-pliolof2,1-
g Ngl'i)a]_isaqlfh%'ﬁneqi-céﬂé&éuc%cﬂE%th-yl e&ﬁ ?? |66- 4-sul fonyl )- 1

, 9- XYiedy. B- di -2-[1-(tol uene- 4-sul fonyl ) -

H i n@%ﬁtp& {3531 g'ipdTWdF X{Qpér rol o 2, 1-
a] i soqui nol i ne-1-carboxylic acid nmethyl ester M5 (MtH)
686. 586,9$Dimdéfh¢3(y-35-dlrﬁ&hyl-2417@31@%-ﬁ-szonyl)-1H-indoI-S-é/I]-5,6-d_ihydr0-pyrrolo[2,1-
5'Cyﬁgﬁ'ﬁﬁﬁéég¥9&%§%h§dﬁb%ﬁne{hyl'phenyl)' , 9- di met hox
y-3- tﬂy - - di ro-p Yo 8[2, 1-
a]isU@dMﬁ%FT?%iﬁméhfEﬁ&y%PGCacid ethyl ester M5 (MtH)
= 461.0; 68.
4- ( 859+ D! o NSCT ¢ [ a1 ) s 200z dihydro- pyrrol.ol 2, 1-
o8] (CeB ARG b A S R By b
377. @lisoqyingline=1-gagboxyiic agidethybestere t i t | e conpound can be
obt aMA¢d+W)=a46d10; anal ogous synthesis route as descri bed
forthe Exanpl es herein. 69.

o P AU S R foam B2 f-abalincin 2o De-diastsyt-phenol
a] i sU§UMHHIS 3@ 9Imear tB9xyI86cCaci d et hyl ester M5 (MrH)
= 40'_|7heQ|’tle Bankbourtd chif Be obtdided via aﬂéﬂal&dotug Snth@LP %H@%s ‘ag#lnlggaﬁ for the

obtaépﬁglqun%the correspondi ng eSter’ compoun
i s accessr e anal ogously as described in Exanple 1
herei n, by art-known saponification

69. 8,9-Dimethoxy-3-(2—methoxycarbonyl-ethyl)-5-methyl-2-quinolin-4-yl-5,6—dihydro—pyrrolo[2,1-
alisoquinoline-1-carboxylic acid ethyl ester
MS (M+H) = 407.9; m.p. = 176 — 177 °C
The title compound can be obtained from the corresponding ester compound, which is
accessible analogously as described in Example 1 herein, by art-known saponification
reaction.

Examplary compounds of formula Ic mentioned as Examples 70-139 in Tables A1 to A4 can be
prepared analogously or similarly to the described examples.



reaction. Exanplary conpounds of forrmula Ic nentioned

as Exanples 70-139 in Tables Al to A4 can be prepared
wa@e@bogaesly or similarly to the descri bed PCT/EP2004/051307

exanpl es. Exanpl ary conpounds of fornulae Id or Ie can

be al so prepared anal ogously or simlarly to the

descri bed exanples. Starting conpounds Al ( SRSH

b~- Di met hoxy- S- et hyl - S*-di hydr o®H-i soqui nolin-i-ylide

neJ-acetic acid ethyl ester Thg title conpound can be

obt ai ned by a Bischler-Napieral'ski reaction (Ber.

ELiplan2ddmpditas pf formuiag Iddr le can be also prepared analogoust or S|m||arl to the

§dsehs ggng RXY- 3- (2- met hoxy- et hoxy) - phenyl ] - et hyl }
naﬁ1 f:édam et hyl ester (conpound Bl) as the starting

material. The foll ow ng

3,4-D hydro-1(2H)-i soqui nolinylidene-derivatives A2 to

A9 and al so further relevant, non-explicitly described

si m |l ar conpounds can be prepared according to an
MdinggomeoWdScedur e using t he appropriate starting

A0 N oBRS)-(B2- DirtetiBBy-3 ovettR3, & PiRydeRZH-BbRiind A1 -AdentS-acetic acid ethyl ester

3R ?% Eﬁﬁcap b%ob}alr&ed mg ahBlschleréﬂaEIe aa ﬁ%(' rgactlo%_l?igr 1893 26h6£?03) using N-
% 1hp>éyéh@)me§@ét( ﬁtEOQ};pl}gn)é]tqﬂw} n@@@mlc Adjd ethyl ester (compound B1) as the
sﬁt@lﬂuﬂ:inaé}taR) 8, 9- D net hoxy-1, 3, 4, 4a, 5, 10b- hexyhydr o- 2H-
phenant hri di n- 6 yI i dene) -aceticacid ethyl ester A4
f%%%RS 18bRS - 8, 9- Di net hoxy-1, 3, 4, 4a, 5, 10b- hexyhyd

onad: VA 1&%-'889%"%??@7 tedyaibies 42 cAYPrd el further relevant,
roptexplicifibdeberiBet) sirjlar zpiopauyidsnaah by preperedaceordingitah @ialogbus procedure

usthgdh bﬁa@JB{é# fcbRRSH BOL'ER; R aphiasule! aﬁal@ébhgcJ%Bml

t er
2 RN BTG PR PO S R dPasuinalfonidesp - sestc pidati oser
e - ddeRi1eRIGi9cPimethgly- 184,435, 1AB-hexyhydro-2H-phenanthridin-6-ylidene)-acetic acid
(6, 7- e@iyr@{ehoxy 3, 3-di net hyl - 3, 4 di hydr o- 2H i soqui nol i n

[\41' yI {‘m'eg gabgg}: -Cis- g% ga igqxzt1 I&y Iﬁexy[;)%roczg-s‘rghenanthn/c_i\l}l-%-yl|dene)

(6 7ﬁ9¢tﬁ@ﬁlﬁe§byﬂestem di hydr o- 2H-| soqui nol i n-1-yl i dene) - a

At or’ll-Etlﬁdxi/@rthﬁm&Wﬂm Msth&§A 2321 R Y &6 2 quinolie-3- -carboxylic acid
anal gﬁ &{e to the above-descri bed synt hesi s of

nmpoun usi ng the starting conpound B7. A9
/’(66 73R § X jmelbeny BHathys 3 A-difydig-gi-isoguinolin tryjfisienr)iaceiic acig ethyl ester
Al den&7-DiettioRys, BiimethyT3)e dif @FPENIBELUNIIIC RNidBIR)-RELRO adi®éathyl ester

anal afoUshabulPafolecARRGIPERRIIDCT Synt hesi s of

conmpound usun starting conmpound B8. Bl
B[ (Ksf Dmr@st Mﬁ&gﬁomﬁw )('ldfn%ﬁeﬁwtﬂ'ét hyl ] - mal on
am c The canpetiityAs s be preﬂ'dn&i dnblbgaisig @@ abdtle-G&0riNRE synthesis of

ergg%'ﬁ&umAﬁuglmé; henp? ? ‘met hyl et hyl ami ne
m@%ﬁﬁ@"%ﬂ‘% Y Wy'é%/"h@?ydmﬂ §Hq”'81’1'|“&y¥"€@e -#reloRiilvgy to

p r oc dbieiecapound A%van bé prepaadd.enelodabslg to thieatoves Hascitied bynthesis of
Tet r hRsuAdAL &idg thels¥iig cafpouRidB®- 8478) . The fol | ow ng

am des B2 to B8 can be synt hesi zed according an
anal ogous procedure: B2
N-[ (RS)-1- (3, 4- Di et hoxy- benzyl ) - propyl ] -rnal onani ¢

Bci d NgIRYL-(E5DRfet -phenyl)-1-methyl-ethyl -malonamlc acnd ethyl ester

'INé E:t{e cgfn.o%lfiﬁ (beengﬁgeg%yﬁ rea%tlop ¥1 ? (I}{\éﬂ-%- X Blmeth%;((yy pﬁenyl) 1I -methyl-
emyF(ﬂ![‘f-’QSmER@)ndQ&Wlﬂl qtty/] malpyl piedride jyanplagnty Ipjocedpicds drhibaftbrhture (e.g.
BIRdveKyBHBIC TafenBdrer ot 1998138 8475-8478).

The following amides B2 to B8 can be synthesized according an analogous procedure:
B2 N-{(RS)-1-(3,4-Dimethoxy-benzyl)-propyl]-malonamic acid ethyl ester
B3 N-{(1R,2R})-2-(3,4-Dimethoxy-phenyl)-cyclohexyl]-malonamic acid ethyl ester



B5

3-(3, 4- D net hoxy- phenyl ) - 2- (2- et hoxycar bonyl - et hanoyl a
worzewspeyeopi oni ¢ acid nmethyl ester B6 PCT/EP2004/051307

N-[(RS)-1-Methyl-2-(2,3,4-trinmethoxy-phenyl)-ethyl]m

onam c acid ethyl ester B7

2- Cyano- N-[ 2- (3, 4-di net hoxy- phenyl ) -et hyl ] -acetam de A

solution of 10.0 g (55.1 nmol) of

2-(3,4-dinethoxy-phenyl)-ethylggine and 9.36 g (82.7

mmol ) of ethyl cyano acetate i§ stirred at 100 OC for

B5S h. NFhRS, DR tcisr B3 UDIRERNS: hén@l) Eﬂmiym%hé%ﬁ.blé&d ettty Ester

BB eC' é’ 3t46\5|ﬁ'| t' §xgi'fd %r&ﬁ &%g-et%%xycaégm%e oapgy?t all(lm IBrZoﬁl_o? %acu;n methyl ester

P% 4 '&l ﬁ@rhM%&)M 13&'(%ﬁfg}ﬂ')meé'wﬁxrp']enﬂb@hsélrm@earw acichiihyhpsierd
as a beige solid. M5 (MtH) = 249.0, mp. = 113-115 0OC

2. -N- -
é %angymz 34 dlmgthox pﬁeryl ethﬁléacef ide hyl - et hyl ] - ac
£aicaaf (Gorienmed of 2ok, ‘b@m %fd")-&mllamge ard 36 (82 Aemol) of
gty tyees awtadd is sy atitod °Bor 15 herhaam@@ lsicadléy 16 kodk tbMSerature. The

E@W@H@ﬂe%g 'bffB %&QIQ&?&%{? chzmol qu H?g&r&) I%ngldéq, ‘? éofé-cyano N-[2-
e

re co éﬁ H¥ aval or “ca
S ’P?%Oé%" ylkcepids aredhialnpd and baigesoliconpound CL or
MA Mo ey, rop. si181&rd.y t hereto, or can be obtai ned
in anal ogy to published procedures, e.g. the
bst eneth am nes can be prepared
art Gm?ﬂ&%@ﬁﬁgngﬁ?v aesbrdmeiviinigedangeles (see
@Pmumn dle preparkd analdgou@y tn th&hyatimesid &Fsampdliig BR68) . Cl
(RS) - 2- (3, 4- Di net hoxy- phenyl ) -1- et hyl - et hy! am ne The
tﬂe abﬁropr lap%?ai@g ggnnguﬁ&jgrrte %gga%qg#f%@% %glgt(%se B? teoSB%ra\Ire? ceo?nmermally
B'warllﬂ Ri¢paredial desgrik@d iretew i tizd sypibesisoa ielcbinyound C1 or analogously
drBiriilay@hdratd, AF cdn®édbEin&f in Ehﬁo ?&ﬁﬁﬁgh&?ﬁﬁ@e@%g 2. #Mutﬂ@gted 2-

&gl\%?rgﬁgn%nés%gh' F%Brggar%dysaa I?rgm heo%?"ﬁs‘r'fB%dﬁ'ﬁ’g)ailZ@éﬁlgldﬁ%@%e also Shepard

%P'ﬂH@gf¥mﬁh@§BH565@%¢erase (PDE) isoenzynes which are
presently known, PDELO mas descrlbed for the first

i me a SJ, Beavo JA

CtAsol a#t{?}ozgl(ggncﬁéﬁ&?gh% 2’?1 h?’Ion y(%?"'"ae dual - substrat e
B %ﬁjﬁ@&?t@gf@n%@ée@awﬁa?ﬁupw degEhesidy Shersard ¢tat. in JAGed Chem.

1862, 1568, 1999 Jun 8;96(12):7071-6; Fujishige K
Kotera J, Mchibata H, Yuasa K, Takebayashi S, Okunura
K, Onori K. Cdoning and characterization of a novel
human phosphodi esterase that hydrol yzes both cAMP and
cGW (PDE1OA). J Biol Chem 1999 Jun 25;
274(26):18438-45; Loughney K, Snyder PB, Uher L
Rosman GJ, Ferguson K, Florio VA Isolation and
characterizati on of PDE1OA, a novel human 3',
5'-cyclic nucl eotide phosphodi esterase. Gene. 1999 Jun
24;234(1):109-17). The first gene of this new PDE
subfam |y was desi gnated PDE10A and the first splice
vari ant was described as PDE10Al, according to the
current nonenclature. Due to alternative splicing,
ot her splice variants of PDELOA exist and have been
descri bed in the subsequent years (Kotera J, Fujishige
K, Yuasa KlOrori K. Characterization and
phosphoryl ati on of PDEL1OA2, a novel alternative splice
vari ant of human phosphodi esterase that hydrol yzes
cAMP and cGWP. Bi ochem Bi ophys Res Commun. 1999 Aug
11;261(3):551-7; Fujishige K, Kotera J, Omri K
Striatumand testis-specific phosphodi esterase PDELOA
i sol ation and characterization of a rat PDE1OA. Eur J



Bi ochem 1999 Dec; 266(3):1118-27; Fujishige Kl Kotera

J, Yuasa K, Orori K. The human phosphodi est erase
woDHBi0M1gENe genom ¢ organi zati on and evol ut i OPEF/EP2004/051307

rel atedness with ot her PDEs containing GAF domai ns.

Eur J Biochem 2000 Cct; 267(19):5943-51). PDE10A has

been described as a cyclic nucl eotide

phosphodi est erase exhi biting properties of a cAMP PDE

and a cAMP-i nhi bited cGW PDE. o4 ndi vi dual

representatives of the PDEL1O | Soenzyne are

Cohamnartiat utititgl by being particularly promnently
expressed in specific areas of the brain (striatum

ut amen, caudate nucl eus, cerebellum thalanus), in
Egﬂﬁﬁsﬁﬂﬂmﬂtﬂﬂmﬂhyroid gland, in the pituitary gland,
in k|dney and in placenta. |Increased expression |levels

A B9 M S DL oo i e e o

yﬁ@emlyrcyplaﬁgs ort thair HybralysiPR)EhOsphdiesterays. @i the TP Phdspiddiesterase (PDE)
iB6Bngymed mﬁhiéﬁ% pFe‘é,édﬂy Gﬁo‘w ﬁb@a@%gpeséhﬁe%ﬂle ﬁgt]ﬁ"ﬁ in 1999 (Soderling SH,

ener
B8, B b 1S5t oA ok g1l PEFEAE osmbRastse gone
fAmile PBEHA. a'ros Uaﬂ Aead $cii LhS e t99P ursBi8RgEes 07 ep; tFojishigP RFddda J,
MielyibRHR] Yuabd K ErakdbagRRIITBLGHRA RS(brﬁor(lEWIdnﬁlE 'a%&l*ég%?en?alhon of a novel

S e L Rt
308 0RoK 18 4%@#‘9“'@5’ KcowderiGudieed Li Resmbn 6J,Femusdni 1 RlodsdA. Isolation
and usara;manzhen oERDR1A famovél lh@fﬂéd NG @c&bﬁ&l@&udé §t?o%pt%dﬂster\.£¥3 Gene.

C cor
A SEEREEL o5 SRR S i i oo

aye
firRtisPlice pari 'af‘W@}?ld@%ﬁ"l‘?@raélpélEﬂ Wu@qcpndmam the culinisioméngiature. Due to

alfsraative eplicihd) @thensphaLuatintsst ODE A EXist éhdthailesbéeﬂ Y&t rh A& Subsequent
y@Qg(KoﬂQé p'ﬁ;ﬁ%‘i‘l?ﬁ Xe{’uaEQHSOmgnq{ Cﬁar%l?nzat{on ﬁﬂgﬁ Ipﬂc))ryvatlon of PDE10A2, a

ordln | on are
aﬁﬁ'&ﬁfqaagessp"%edﬁﬁa"b?f WP%WOQR'@dlaﬁﬁa?eéhﬁt hydrejyzies cAMR end(dSpMP.
Bm_t_rb@n Bioplys Resrorgmuart. €99 ABDE1 ;610855 ) B Sjishiys &) E&lyratjh@rﬁ&. K. Striatum-
aﬁ@{egﬁétdp&@r c%%%m{éra@é ﬁDEﬂfAtléofalt”)r%rli%hﬁg&ér&gtfo% gt & Bt E’&% 0A. EurJ

B PO LT AR Kt drrosadh Grerdrhesyeran
pa@phm@m@a PPE10Agent genbiic otdasizdtivieatdresolitiondry fladaiydsanth Sther PDEs

Britaiflh G GAIS Bsindiri3. '
cOitaiflhg i ﬁHU@ﬁbgﬁ{h?vg@P%é’égo |g¥ﬁ§%d‘§1g PB%OAI%g b%en described as

o8 ot g oo EAR LR e Re i vt
cGMPRDE. o first facet of the present invention, of

potential value in treating disorders of the centra
i ¢, and

icul ar neuyrol o
RS Y YRR o b St s Pl actBee e sy
p'EP""PQ@(%E’SSS&ﬁ tiyseecificiarpaproftee hyain (striatvne pytampery cduoibie tucleus, cerebelium,
thdlasog)cie testis, &Ithd BirYid Alabd ks ﬁtwté‘fpé’lgndj InSK% énﬁ |r%lacenta

Ingﬁhé(a%?&ess%ﬁ H‘Qelggda' b%ag l’ieéyme}x%mo& Sedlﬁlp?ﬁ qgﬂ 'ﬁ%‘e%l ngrg}%?fél?ﬁ lung,
briegst, g°a“‘d%ﬁ?e'i’f?'f‘ aarosrmaer A5 el $LE 18 ma Pl oh impprtans roe i tumor
celligsmdis @d/or buivitdh endabsonditidnd @f S6vaTea Yads aﬂﬂ&‘%@mmﬁnér&loh he

Inele&R8 'é}présgl\ﬂﬁ' B(/él@%d%%lt@g pfED Pk 3A rcl'avgl een arlsﬁ)% Llng éﬁ lﬁﬂla suggestmg that

P@é}esen I nvent i on
Wdpay canteiytede P%e"a?foseﬁem%@mshm K gieal.viBurd Bioghere 999, A66:1118-27).

Certairt mﬁnhlamtorsemamdlym;g ©DES 6 FEBIGN inflbkdrs; afdl KROWHB ra;?mén%lucose

nBEATDS 558 S AR S s o

2003/ 0018047, such as, for exanple, anxiety or
Tfp@pmhmmus:atrdommg tﬂﬂhsmvdﬁmrﬂ*lmhsﬁll&%ﬁ@}’aﬁjable pharmacological properties

WIRHRAS ieh{ GRFRHIERY MdliesOr ders, drug addicli ons,
nition |C|eng%@§|sorders nood di sorders or nood

TR TGP, G HEER AR yeH @ e nginon afe POE e <
context, exanples of anxiety disorders, which may be
treated by the conpounds according to



the present invention, include, wthout being limted

thereto, panic disorder, agoraphobia, a specific
w@bmbioag12soci al phobi a, obsessi ve-conpul si ve dPGDEBRB®N4/051307

post-traumatic stress disorder, acute stress disorder,

or generalized anxiety disorder. Exanples of psychotic

di sorders, which may be treated by the conpounds

according to the present invention, include, wthout

being limted thereto, schizopfyenia (for exanple of

t he paranoi d, disorganized, catatonic,

Yietdhusfferexampla ttiesdcompounkle dcoiding tdtbféﬁﬁ%entl@f-‘d?é BAWHR PBEW ifHidHors, some of

thgfpirg %mreﬁmeégt@ta f(ﬁ?,%ﬁ bd/ t%ld?én‘?o%F; gﬁ@r F(Sé)lfoe%éyerq \A%gregy ¥hgse selective

del usi onal
RGIDET P@U‘B@?’B{r?&é‘é‘?fﬁa w&%coa?y@mbﬁpteswt insentien. The eampounds
&xenpd & sipentisi tseréford dareitk doiyplobaa thdraped i EYRHE for the treatment or

ﬁr@ﬁ}ﬁ}@%&d.sgggégkmmang,l,d &%WSQ@."“J nhal ant's, opi oi ds,

or phencyclidine), personali Sorder of the

paranoi d type, or personality disorder of the schizoid

Pyge thelE peten lad safrctiverRDE @ inhibithinsatidigr tee compoaiils BBrdg to the present
lhwfeﬂﬁénerﬁ’ayth\é ih Q%rs?@égf gﬂﬁéj eé'%ﬁﬁ eﬁﬁc{rllg?ftpgteI‘utré?va;ﬂ.{~I qr?‘t?’a{%‘mg disorders of the

ntion, incl
G P o1 G ity Pty s epatiesrr xamplo hose
Mﬁfpﬁd GSE|5125@%'§@19/|0M w/romenpenicsiay psydiaiio tid@des, ankiétg Hisdi@ys, mood

di@rdefsﬁﬁlbﬁﬁnd@é/ dFLB RISEOR, %Wg'ﬁenﬁﬁlgd?&é# &gils()ﬁgltsf}ﬁrgmsﬁg 98¥cient cognition

I n Imte
o Ut @E’ Q%g @Wﬁ'ﬁ%ﬁ%ark"ﬁ’" %#fﬁ??’e ] ’% haimett dkseee) Exanpl es
of drug addictions, which may be treated by the
Ruah@muRdise &ﬁlﬁ‘;ﬁﬁlﬁﬂs ré@co?dﬂ‘ngtt@ﬁe BFe@@n@ MbertibtY rﬁé‘} beQlra deBinbi BflEr of the

ﬁ%steﬁ%ventt%ﬁ' Ji] gotentm vaEJe in rrea{jﬂg cgfllaén ‘2{%?&%9&51;? 3}‘? celgsgéwoag S)(ﬁem in
R?E}'gwﬁftﬂe\ﬁﬁloeféﬁndeéma}ﬂC@iSQ@prée‘prsexamm thsavagntibeedigersaicalig, specifically
dnyxd:ﬂmnmmmmdwsaus zmaéloogesb@artdl?b? UB2088260!1 804'?V§JB|§ hDFor example,

dnﬁ@tg Up&ych\élh(]t A?&H}er ar C 3 ea% Jgogdt%rs °bs‘§?s"'8§%']"f”&3“’8§ﬁﬁnﬁ?r? 6ijnigraddlctlons
cgetiop daf’rcegcvwéoye@dnmﬁ@mdp@ or FleqeaRiSPYes e SePdsgentralive disorders.
intracranial tunprs or cerebral trauma, denentia

I@ﬁnﬁ%ﬁt@& %Qaﬁ%lés%f '5“{1;1); cﬂ%ﬁ’ag‘% &Ihlg‘l rﬁgftgeq{egtred E)?rllrhle( gtl):[rﬁp%g{lqss according to

di sease, or

e %{%%eaté?ve"fﬁagec'ltdﬁavamﬁ.be'ns;'tm'@g thefetes Banirefisorden agerpphobia, a specific
phettiza sekiel pmhia, abséssme-nonmmyisive giedrde ) post-tRiumatiocasifoistisoRBE hélgk stress

dRbRIEY, Si¥encrABENSXRYy| ffs3rgeh, sOr der, or a di sorder of
witten expression, attention- def|C|t/hyperact|V|ty

di sorder, or age-reiated cognitive decline. Exanples
Exsgmptesod peyicatic disorders whith ody bpirenizd g thewhmpdundeatcdiding to the present

ifverftioh th:lda&/ vﬁth&ht B&@MQ fhe@fbc SHthﬂgTrﬁa?(nfotr E%NB[?%SI' fd g»aranmd

dls&%gmzeg cs}agog §| l{}]Lé gr’sptgge or 5§31dt1zfe{ :g/r;]) F@lzo%ﬂgp@} cgsog}er, schizoaffective
digerdler(er erppele Otathwﬂﬂwpndrtypmomd demnesdive{ype)odtisiosal disorder, substance-

indydea pByEhdic AREderg ik é@ﬁllﬁle p@oﬁ&i&ﬁrﬁﬁnééd\‘(@f aﬁ:QI‘uo? %%hé%rﬁlne @annabis,

cbobfhe BB i S0l 2 BBt ettty dgpr of o parancid e,
ogRersepaliy; disofderef theesshizaid trso d epi sode with postpartum
onset, post-stroke depression, najor depreSS|ve

Egén%%s%?ﬁloveqﬁﬁttmmte uq'}lc%grrmag% g?z%'{]%y l&z tg dgr&)?)l?nds according to the present

inyesden. lyga, M’tth%'t Ringrlignited ‘D%f e@i Resiinsen's disease lof redlishs legéyagrome.
maj or depressive di sorder superlnposed on a psychotlc

Egin@ﬂe% gf?‘g’?é% E/Q/c@%)ugﬁ/% #*3&8&9 whxc‘\ ?n%{s E%{S?agq,d t1y tlg?l c§%$ ﬁ accbrdmg to
thg Pf?é?"é [vgntiony inglydey ajthout 'aﬁmgdwwhmtm Touttitte's syidiome, or other tic
digordenpl es of neurodegenerative di sorders, which nmay be
treated by the conpounds according to the pr esent

i nvention, include, wthout being limted thereto,

Par ki nson' s di sease, Huntington's disease,




denmentia (for exanple Al zheiner's disease,

mul ti-infarct denentia, AIDS-related denentia, or
wo-e@avaieenper al Dementia), neurodegenerati on PCT/EP2004/051307

associ ated with cerebral trauma, neurodegeneration

associ ated with stroke, neurodegeneration associ ated

with cerebral infarct, hypoglycem a-induced

neur odegener ati on, neurodegeneration associated with

epi l eptic seizure, neurodegene§1at| on associated with

neur ot oxi n poi soning, or multi=system atrophy. Yet in

Eiurr@ef ofdréydddiclins, vﬂmmy Bgﬁeml i &&p&&?é 5},%?@5&&% present
ial_ v reati

PRXS oo Wb RS i bt saPher i, e rongpie

#distionasal ganglia has been inplicated. Thus, abnor nal

function of the basal ganglla may be involved in
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aleghblicaiainetlia oPdtRer ARIGLrblBEEbntoNGh, déMeri®askd @R with iMRcranial tumors or

R BN Gl e Bicrned AR R e Ve ap B fipare. or s

reAEHB?m%nﬁ'a delirjugn apnestic dﬁwdeo maqst-trawaasup dllegss disefder aendal eatardation, a
leﬁrsngasor@er Cfm”eplammé readiny Gsordde msatte@licddisbder] dHoFo%E) &F written
R [ e ance. abuse.
%év eral neur o og| gp ﬁtrécgvng 4 d?rs&lsa ¢l g‘?’“ﬁ‘% B%{' PIOPALEN s
di sease, restless |leg syndr om and Huntington's di sease

Bamplbeofahdd0 disbridte ok rhadd Rpisdtles, ity hia@ b&ﬂéb{léder&HeQﬁm&dnhé according to
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resent | nventio
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Rosicpaychdticriigpressivieidisorder, of gchigophvanis, & edjocdepgssive disorder superimposed on a
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prroé %/ eﬁ\?é’ﬂ‘?ngcgioﬁ@ﬁéyg‘?t q?%n[f’(efh f acet of the

present invention, of potential value for treating
EXbraped @‘ﬁeur&dé@éheﬁh‘ﬁve élﬁde@(ﬂfﬁm lﬁay BeReateh bifing Q@fﬁﬁ%ﬁndseac&rdmg to the

n secret
e T L8, R B Ul i e,
dsme@@ Ko ©APEIAAZbgimersalisepse, mkEinfarel demeniat s -sqiatechdementia, or Fronto

tenyeral DpEIR), AeurcliB@EnBRfionsHaSeiall with ERERA trairih, haﬁodegeneratlon
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"ﬂh'fe(iqs@ief%'ﬁ'ée?bapdeig?neéaﬁ'@s@ssm*ﬁmveth@elhapmm@greawwdenengattoo

abdoeiated @Biemiurdtaxingioisoriy, b rei-systenfa@bphyuse i n the therapy

of drug addictions. The invention further relates to a
nmet hod for treating mammal s, including humans,

YﬁHP W/%‘Sﬂéf‘%c%ﬁfpwﬁ ReRGrAngdihe REesest invendormay keral Retersialudlue for
trlting dis e esoradbmiitions, Hovhiba mBnomidl Gunbivh e basardaagiRthaebded GRblicated.

Ths, El;?\%nﬁa?ﬁjhctfon altth??aggﬁ‘)%%& mag gl ﬁ?&l\}eﬁ natgéré \G%tet%WOtonc appetitive

era eutlca ectl1ve an

ag(ﬂg cagnit %prgoqﬁs ﬁ)@n@@mj@aWayctg@mp:@s,ﬂ@whlﬁbabnormal function of the
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émg‘raLcﬁ arti cul ar urrans
o Sorcsrs, Sapiessith Beetite coPRul A e eaRrb ol Tarette’s syndrome and
oifjerdio diderers, (aodpmsancre@btldeesmﬁamwfologlcal disorders including Parkinson’s

disease, restless leg syndrom and Huntington’s disease can be also linked to basal ganglia

dysfunction.



adm nistering to said ill manmmal a pharnmaceutical #
accept abl e conposition according to the present

WO poosioilen. The invention further relates to tPEI/EP2004/051307
conmpounds according to the invention for use in the
treatnment or prophylaxis of diseases, in particular
sai d di seases and/or disorders. The invention |ikew se
relates to the use of the conmpounds according to the
invention in the manufacture of, pharmaceutica
conpositions which are enployedzfor the treatnent of
sai d di seases or disorders. The invention further

iR §hi ' Lt .for. the ,
E{?é%% e BBl B A Bl RERE B eSSk Bl 85 g et v
TRFoyag soanliipr: RPVSShHeficARRERlAPR daarming sisissir hyrsrmaesisoinpeitieudear if the

dismdepis arymetomfof ddmentadnpounds according to the

i nvention. The present invention further relates to

% rpaceutjcal conpositions conprising one or nore of

? 2“ Y9G HE SormrouBtsdicrRiding o theipeesprtinventipp maybe inga third facet of the
phenhinesion ogbentatepifebégalatmyfertily, e@r viglicbutiatsperi®genesis and/or
W4 RAGIg shoMeRdign further relates to conbinations
conprising one or nore of the conpounds according to

this invention and pharmaceutical ® acceptabl e

%tgmaﬂ furtheiness, thexcompouady &carding ®hheQirés@nt ifeftion i bblSPa folrth facet of
théBrebdnEildiRdN o FROVME -

by esent e @t%ﬁ“ﬁhﬁ?fﬁgﬁf*@é‘f“gﬁ@% U0 RS W oot
eI SUABRMAE L SPER-ReoedingYin seqeigknt i on for the

production of pharnmaceutical conpositions which can be
Al§RBialifiSredt h thdlEdnfBindR by LY ir use i
el S b1 kB R B o n ey
Invention further relates to conpounds according to

this invention having PDE, particularly PDE1LO,

Ariothihspbdid thiddsO Pl doRBoundSecBiRg e hrEssRNhveRibn ity h BRIl use in the
ceutical conbrnations or conpositions

t . [
tge?%:@rogﬁsﬁégh%{'cg&}%ﬁleé'i nventi on havi ng PDE10 inhibiting
properties. The invention further relates to the use
Apbther splial MBLeYin tRTomBEURBOSIcbriRg oG MEdes iINBn A Seih tHIP LS in the

ﬁ&a&%ﬁﬁ&%&ﬁ%@ﬁg§ according to this invention as sole

active ingredient(s) and a pharmaceutically acceptable
carrier or diluent in the manufacture of
Tha iiwenﬁfeﬁmlilem edlat¢ato d tethsd fobtredtifErhamials, ARG hathdr@ wtidh/who are
SO S sorders or .

caon gﬁ/ i ngﬁdse%rfrg] fﬁ tait’gﬁ@é'l“%ﬁ%i"}%gieﬁ %g%%l%{%? rgﬁr,s' M e&"rog ésecg'?rade"zed by
e {2 et PhapracpingiFally agtye and thesangutipaliyaifactive and telgiates abiantity of one or
nfoeq afitHei coppoundsaaterdingito, thé imanticohi igHMMISEIBd toGI GHeEISd MBmmal.

adm ni stering one or nore conpounds according to this
TLnyenFiqnﬁto 2 id mmual _in need thereof. In further
BysnfigHurthenge %ﬁé%% Rethp,foetatiRgmangpals dy partispigr fwenaps whigdwho are
syftseingoffon dne of herpbayamentiemmatiatisdaseg atdiortdisbrélers boAtising hefs@p of
abififis@filgl 15 Sai® i aRRHaPHRHARR cButRA aleptablb fosiish &?&{ﬂ&m the present
hﬁgt$A!ty in a manmal, including human. I'n"yet turther
ad]lflon, the present invention further relates to the

use of the conpounds according to this invention for

Theeighentidnl fihef Riates td thy cdnipond¥BETRing th e iSSP BN the Tr?ﬁment or
a _commerci al produc

fion further e relates t
DW%R& 8@9’1859 FETe” B?r[@ra& f?é‘f%??ﬁfeﬁ ag&ﬁ'iﬂ’ﬁ?ﬁ’??' packagi ng
means, a primary packaging nmeans (for exanple an
Tl TP@uHiod liRdwise rélhteSto@ie U 6Kthe ¥pblhds according to the invention in the

manufacture of phammaceutical compositions which are employed for the treatment of said diseases or

disorders.



contai ns a pharmaceutical conposition, and, if
desired, a patient information leaflet, with

wao bh@phedieeceut i cal conposition exhibiting an PCT/EP2004/051307
antagoni stic effect toward type 10 cyclic nucl eoti de
phosphodi est erases (PDE10) and | eading to the
attenuation of the synptons of di seases and/ or
di sorders which are associated with type 10 cyclic
nucl eoti de phosphodi est er ases, nd with reference
bei ng made, on the secondary pg kagi ng neans and/or on
Theinyeatidndirther lefats IEgHambcbRiad] h@ﬁpo@‘ﬁor{sh& teQrERRTch @})rophylams of the

Qél@&*ét%ges atn&’lmt Ji‘s%m%%' WAl ;#hﬁﬁﬁfacel}(tlcq‘| C?"?;{&F orngr%grﬁsjrt@éégmfmﬁ of the

pos) ti on usé'in
&? 95§§§“§ﬁﬂﬁ6?“@ﬁ§@ﬁ@@rs mhlch are associated with
type 10 cyclic nucleotide phosphodlesterases and Mﬁth

ﬁ'ﬁl@pr@é&ﬁlf inVeftfoHd tfdr@@lj relgég%%ﬁérhager&hca? 63851 101::% 88@%'8'891 argr%; more of the

|nven

ounds accor
boélg{%% ﬁ@congﬁ%thlsthy@ntigp elys ot Wamﬁtﬂgalwgcmgﬁg carrier or diluent.

contai ning the pharnmaceutical conposition and the
'ﬁ%tdr@s@ﬁt u'w@ﬁtfaﬁ ﬁﬁtﬁéﬁ&at&?ﬁ l)r%l?ag&nsego% ds‘ia’ngco%% rgre rﬁ Fﬁ%é gompounds
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dasIptbe ir¢sitroerd ofdtioase cahiditignst roenttibried absvéent i on are produced

usi ng methods with which the skilled person is
i n pharmaceuti cal

ed
ﬁ&?ﬁ%&%’l"‘&'ﬁ@“ P“(‘ﬁ ’%@% diedise gfdirassonippnds acprdingitathis invension for the
IQVMLGWIOV@EIU@MGN geppaitiensaihich ean hesedd @ iSheMPYOsT disorders responsive
PirdlbRRASIPOE, sth 6988 sHE1pON Wi th suitable
pharnaceutlcal auxiliaries or fornulating agents, for
exanple in the formof tablets, coated (e.gqg.
BhgPeasent byendian furtbgsirelates to Gmns)uh@accm:dimy tethds invention having PDE,

Rtiepasi RDE10,8shibitPg bfPaSes( €. 9. as TTS), plasters,
enul si ons, suspensions, gels or solutions, mﬁth t he

content of active conpound advant ageously bei ng
e pipse ingentioiythey sxlatesdn EhG\Vm@eetlcalwymblhﬁlomprcapposmbms according to this
inveoliontaditg P! 0aihibitihg plopdiies. @ phar maceut i cal
adm nistration form(e.g. a delayed rel ease formor an
in teric form exactly suited to the active conpound

TRRYMetion yrthes selafesdtp these plahaisiacandeal ermpositiortnemansirigene dr more of
tfithempeursls accsikding lcetdlis inveritibeasdole dcﬁveflr\'ry’@c*eh% and§ pﬁa‘ﬁrﬁaceutlcally
a’é&%la%le Qfamgl" or éjln@lﬁt |A<ﬂ9\44aﬁg& re Wp‘té}m%ygﬁhcal pradqcl% Jor trgerapy, amelioration

vehi E at 1 ng
o fobRYlas &f t '“’é’v?%%sp#'%ﬁf% %?Fd@fﬁ %P@dgmqwn@eﬂ gbaye. used

for t he desired pharmaceutical fornulations,

Irpéd%iﬂi@ﬁ Ad %nt@ﬁveﬁtméllrélgtgsc‘to a%‘:r‘ Ijlog“?oﬁc%u}égrvgt f?mhty in a mammal,

ent oSl t ases
oS0 Pl oDt AT by PR i Pep i foopiing s venton o sid
mapmabia neddghereofanpl e, anti oxi dants, di spersants,
enul sifiers, antifoans, flavor corrigents

soJ.ubi col orants or, in

LR Rl Yok Bl ebion biispiSos UiRies ohibs exmaudagencing o i
mQ/@ntlgn fogy@plgwppmatpggr)ems'ﬁhdioradmnmg stterratmotility iofa nidfenal, including
higha@r, maceut i cal conpositions according to the invention

may be performed in any of the generally accepted

nodes of adm nistration available in the art.

I yiet fyditer additipe, teacregshidrvention durtherablates twiltkase of the compounds according to
thesdidention tidr adguing Bty e mam@\nmamg nuhgi1al ative, oral,

nasal , parenteral, topical, transdermal and rectal

dellvery Oral or intravenous delivery are preferred.
TWE"%W&I‘W@WQ relates umgonwierdiabpredumt elichdiongists of atdastomary secondary
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o5 RS sl St o

wi th suitable pharmaceutical auxiliary substances and

further processed into suitable medicina
fornulatlons SU|tabIe ned|C|naI fornulatlons whi ch

.




and sol utions. The required dosage of the active

conpounds according to this invention can vary
waelepsenaiipyg on the node of adm nistration, the PCI/EP2004/051307

particular condition to be treated and the effect

desired. In general, satisfactory results are

i ndicated to be obtained systemcally at daily dosages

of from about 0.01 to about 100 ngy/ kg body wei ght,

conveni ently adm ni stered, for?annple, in divided

doses up to four tines a day or'in retard forn1 The

pipdrinace UticeladMpasitidn BIRHVRAG af Bnt@fdAEY cibdt RiwaRity tcpéﬁf. nucgeotlde

n.ea eas|
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foqgs }M/énlﬂor{ Ii‘ﬁ %‘85%8&%9&@ gf r%%a%'g é{g:}ab/poéﬁlﬁg@g means containing

lgnvengl on.

aePﬂf@aﬁeH‘&?' 039"80%'1'8? ARd the Pafiemtinirasetion éamﬂet@thems&tcomspond to what the
shilled pangon avopld rdgaciuas deinglihe stasdardoirkgs @F\his AstuRPPr opri at e
for the disease being treated. The person skilled in

b%; ar t i§ ware on the base of his/her expert
1@? Cqnpasitiqns a¢copfing |t<3,th|§ &gélgre "¢ prpduged gising methods with which
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iC est I gations
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é}dﬁlg}lqtfa@a [form ;(q;g a]_@lqaged relgs®, forman 8) eraer(j; form@ exactly suited to the active
dohmpapb adti/@ 34 86 asshedErisBildf hdtiah ERAbeREMLEI Y assay of

Amer sham Phar maci a Biotech. Inhibiting the activity of
PDE10A The PDE10A is cloned into pCR2. 1- Topo

The Rermeny ey theiagt isdemiliar emihe basisref bisfbéréndyledan, wibINblizgesngehicles,
famulatigsgéfs, arder§, diluenB ARt EPRASASINES AT AT Be Bsed for the
i S o T BT ST sy o

encodi n cu
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bIGiBRERA( 0B NSALedeal ot S
SN— termnus at aa Siof péms %{é’@ﬁ%ﬁﬁ%ﬁ%*ﬂg@ﬁ ethorteli g o
CUIUSLIER- by neans of honol ogous reconbi nation in Sf9
insect cells. The expression plasnids are
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Bacu t¢% I %{ en)  usj
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by anmplifying SH??nes §W§H?§£ggkﬁ@%§§% in Sf21

cells by infecting 2x106 ceIIs/n1 wth an MO
Thehamaspitieal compeksitionsfagenrding 1 the dtvertiom ark paapered By prdcesses known per se.

ForprddiRing tRedris? 96 coRSHubdB debdrdify 1§ feehRA 'eac‘ctl}/é:) &h‘?gﬁsz) are

P"Lé@abg%xefi wntﬁsmﬁlg hﬁ#rhg%u%falea%@q gﬁoégr%c%g gn urj_fgr PIPgessad into suitable
medjgjpal @TW'Oﬂ@SU'tableﬂﬁdﬁmelrforfmth whicke inag beunentionddthy wagl of example
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aﬁ%ﬁwﬂf§USpended at a concentration of approx

inice-cold (40




honogeni zation buffer (20 rtiMTris, pH 8.2,

containing the follow ng additions: 140 nM NaCl, 3.8
WOorRoR@3129 MV EGTA, 1 mM MgCl 2, 10 nM PCT/EP2004/051307

b- mer capt oet hanol, 2 mM benzam di ne, 0.4 M Pef abl oc,

10 mM | eupeptin, 10 mM pepstatin A, 5 mMtrypsin

i nhibitor) and disrupted by ultrasonication on ice.

The honpgenate is then centrifuged for 10 mn at 1000

g (4 0C) and the supernatant 5stored at - 80 C until

subsequent use (see bel ow). Tﬁi protein content is

determ ned by the Bradford nethod (BioRad, Mnich)
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(ﬂgflﬁ Hesminiseaton ﬂmns\s%scwrtcynca@g ayt)e treated andsthp pifeickdisitegl. In general,
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CAMP P
éat{c’bgg o4 %'Mg rﬁédrﬁ\l%gﬂg g@g&ﬂ &ﬁ%g{rﬁﬁ‘ % d'{ag ’_%r exzﬁn%ee \11 eé%oses up to four
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Brechptroal desersad mi2Bner abmirtstrbtivh fofthe G@ivk donfhoundd ndcdd®hndih each case can
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respective substance dilution in DVSO and suffi cient
Pereading upam the PEIEdCABis¢56,00 kgtratier e, adifienapiBervedutié Stive

SR#tihichhad noﬂrﬁél ¢ Qgﬁllﬁgteﬁé‘wre% pFé%]’lY Bt & Q;g&l:{] g\%fll or?t@\%y be

ex&%r ) 9 éﬁgw i t]ons. prelnc
ares éepaf F’g‘aﬁﬂnﬁ%ﬁ'ya ?qg%"sfr"v ebchwola@@ﬁ"hga@ered with the

eoipsunda acsording\keFis dmehtioh As assldy ey, additiocal haiapelitit agent that are normally

dotirlidiREd tb Rredlloy re\ﬂem SharticiBt

%P f/‘\d beads (50 ID e L:E] rﬁgggodrlsdeg%?efe ﬁoﬁlﬂ s ﬁ;gwptﬁ)qatg Yor ﬁ‘ng%lsgfgse being
nanufacturer S |nstruct|ons t he SPA beads have

previ ously been resuspended in water and diluted 1:3

e persorbskiledifl dRChrtiOad R\ thedbd¥bf hidcr Bpekt hﬁowhb%?éjéf tlgﬂgtgl daily

30..m
BEER P STHRORGEL il et bt S B St Seemgete) can vary
%@P@@@Edﬁ&@ng | C50 val ues of the conpounds for the
i nhibition of PDELOA activity are determ ned from
concentration-effect curves by means of non-linear
regression. Representative inhibitory val ues
[inhibitory concentration as -logl C 50(nol/1)] which
are determ ned for the conpounds according to the
i nvention are shown in the following table 1, in which
the nunbers of the conpounds correspond to the nunbers
of the exanples. Particular interesting conpounds
according to this invention are those conpounds
mentioned in table 1 below Table 1: Inhibition of
PDE1OA activity Conmpounds -1og I C50 The inhibitory 5,
6, 8, 9, 11, values of the 12, 13, 18, 20, nentioned
21, 23, 24, 26 Exanples lie to 35, 37 to 54, in the
range



56 to 62, 64 to from7.01 to 67 9.58Patent clains 1.
Compounds of fornula | R4 R4l RI\ RS R2- - R51 r R6 R3
WO RooslooFRZ9 (1) in which RL is hal ogen, nitro, aP@CTBP2004/051307
nono- ordi - 1- 4C- al kyl am no, 1-4C-al kyl, hydroxyl,
1- 4C al koxy, 1-4Cal koxy- 2-4C- al koxy,
3-7C-cycl oal koxy, 3-7C cycl oal kyl met hoxy, or
conpl etely or predom nantly fluorine-substituted
1-4C-al koxy, R2 is hydrogen, hal ogen or 1-4C-al koxy,
and R3 is hydrogen or 1-4C al kbXy, or R2 and R3 bound
to the benzo ring noiety in ortho-position to each

t her, toget her form a. 1- 2Cal kyl enedi oxy bridge, or R2
gﬁ&ﬂﬂﬁﬂﬂgﬁﬁﬁmﬂﬁmﬁhe benzo ring noiety in
ortho-position to each other together forma
conpletely or predom nantly fluorine-substituted

MetBéasad tetdrmme tHe@etvit BddiBR ctivdf of _B%h@s%ﬁo&%%te%ﬁ fﬁqib&o‘? afelMfiown to the
%enzo.{ln moiety.in orthohE§5|t|on to each other .
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; . id i , r a o
B SO e A5 b MG L6 of iy et
1- 2C- al kyl enedi oxy bridge and R3 is hydrogen, R4 is
'H?‘BF‘B@é*l?,a“f'Y'tXcﬂfiPRé,""e hl orine, 1-4C- alkyl,
Thei FDOIEWOX i 6®hdiyihto pCREh-wﬂfoQﬁyilmglgﬁ)V\ﬁenlﬁCR from hurréan whgle braiinScDNA using
~ [ 3 s
FAmaR AR Bl brdabde ) S Bt &
E‘EI%QET VHTSWGH CCCRA). The ORE @nasgiag fon the PDE®/Anib kytiwjth RERV and
BagnH yintt sufeloned fritasSrmal med Bg! 1l bf & esiprdeYibn veidep Clofitech). The encoded
HAEH RBRBerRY the}l_bg%[ogl :%/(%nBarW AcS%: Asb2btd] Q98 ea &t R Es at aa 14.
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The recombinant baculoviruses are prepared by means of homologous recombination in Sf9 insect
cells. The expression plasmids are cotransfected with Bac-N-Blue (Invitrogen) or Baculo-Gold DNA
(Pharmingen) using a standard protocol (Pharmingen). Wildtype virus-free recombinant virus
supernatants are selected using plaque assay methods. After that, high-titre virus supernatants are
prepared by amplifying 3 times. PDE10A1 is expressed in Sf21 cells by infecting 2x10° cells/ml with
an MOI (muitiplicity of infection) between 1 and 10 in serum-free SFS00 medium (Life Technologies,
Paisley, UK). Cells are cultured at 28°C, typically for 48 hours, after which they are pelleted for 5-10
min at 1000 g and 4°C. In spinner flasks, cells are cultured at a rotational speed of 75 rpm. The SF21
insect cells are resuspended, at a concentration of approx. 1x10” cells/ml, in ice-cold 4°C)
homogenization buffer (20 mM Tris, pH 8.2, containing the following additions: 140 mM NaCl, 3.8 mM
KCl, 1 mM EGTA, 1 mM MgCl,, 10 mM B-mercaptoethanol, 2 mM benzamidine, 0.4 mM Pefabloc,
10 pM leupeptin, 10 uM pepstatin A, 5 uM trypsin inhibitor) and disrupted by ultrasonication on ice.
The homogenate is then centrifuged for 10 min at 1000 g (4 °C) and the supernatant is stored at -

80 °C until subsequent use (see below). The protein content is determined by the Bradford method
(BioRad, Munich) using BSA as the standard.

The PDE10A activity is inhibited by said compounds in a modified SPA (scintiliation proximity assay)
test, supplied by Amersham Pharmacia Biotech (see procedural instructions “Phosphodiesterase
[3H]cAMP SPA enzyme assay, code TRKQ 7090”), carried out in 96-well microtitre plates (MTPs).
The test volume was 100 pl and contained 20 mM Tris buffer (pH 7.4), 0.1 mg of BSA (bovine serum
albumin)/ml, 5 mM Mg, 0.5 uM cAMP (including about 50,000 cpm of [3H]cAMP), 1 pl of the
respective substance dilution in DMSO and sufficient recombinant PDE10A1 (1000%g supernatant,
see above) to ensure that 15-20% of cAMP was converted under said experimental conditions. After a
preincubation of 5 min at 37°C, the reaction is started by adding a substrate (CAMP) and the assays



R41 is hydrogen or 1-4C-alkyl, R5 is hydrogen,
fluorine, 1-4Cal kyl, trifluoronethyl, cyclopropyl,
W@ y@n093129 4C- al koxycar bonyl or-CH2- O R511, i n BEI/EP2004/051307
R511 i s hydrogen, 1-4C-al kyl, 1-4C-al koxy-2-4-al kyl or
1- 4C- al kyl carbonyl, and R51 is hydrogen or 1-4C al kyl,
or R4 and R5 together forma 1-4C-al kyl ene bridge and
R41 and R51 are both hydrogen, R6 is 1-6Calkyl,
amno, fornyl, or 1-4C al kyl sybstituted by R61, in
whi ch R61 is 1-4C- al koxycar boh%, car boxyl ,
dre thGubatel @t furiny:dfsowlaﬁemwtmrérémo M@%%&Q@ﬂ@b 129 50 ). In

7C— cycl oa
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©BRpIraier-RifpchivEes by meRjs ef randingar regreasiooh R611 and R612
are bound, and, optionally, one further het er oat om

F@éi)l'eg&ﬁzﬁi% fnﬁlglmrfvawe |bﬁ€rP§$nscgl rra]\ | taﬁ Iglg#){agfﬁ%h\gh %ﬁ%determmed for

sul fur
?‘? g PATC B‘ﬁ’éﬁ""&t“b‘ﬁ? ‘"V‘?ﬁ“'Wrﬁ’% PhORB irgth¢ follomingtabé & yrl which the numbers of
tee Mpows caxtekpdng tadhe/ finbyclopRb léxdmpibs4C- al kyl
W@ﬁl%r}‘tergstlﬁgc&}w%%nl\ds ailzco%r}lgq!) hl?s)inegtlon aré tﬁose)éorhpounds mentioned in table

1%n}?no 2-4C-al
g- or di - 1- 4C— al kyl am no- 2-4C-al kyl, fornyl, pyridyl
or pyrimdinyl, R7 is phenyl, Het2, R71- and/ or R72-
T3R8 4 Qhnitiic tid phenyl , R74- and/or

75-sublsﬁtol%toﬁtﬁgg{dléletgﬁgnapht hyl, or R76- and/or
R77-substituted naphthyl, in which Het2 is either a
Gomoyds| i c-lcgglCEoused bicyclic 5- to 10-nenbered
heteroaryil Thgﬁh,hﬁ) uorrpri sing one to three
hétBOoHL ons, each of which is selected froma group
1:20m§|1§t2bch?J'Fesrﬁfi"Pogen, oxygen and sul fur, or a fused
ﬁ g%?_l | megtiondd- nenbered, partially saturated

& 6€§c| EfariiddGe pdi cal containing a benzene ring
taﬁﬂ%m@r|5|tnergr one or two het er oat oms, each of which
5ososg;l6$§,te B a group consisting of nitrogen,
xygen andfrenal Odito, alor N-oxy-pyridyl, R71 is hydroxyl,

al ogen, npsgo, cyano, trifluoronmethyl, 1-4C al kyl,
+—4Cal-kexy-—am-nol nono- ordi- 1-4C- al kyl am no,
1- 4C- al kyl sul phonyl am no, aryl sul phonyl am no,
1- 4C- al koxycar bonyl, carboxyl, 1-4C-al kylthio,
aryl oxy-2-4C- al koxy, aryl oxy-1-4C-al kyl , aryl oxy,
aryl -1-4C-al koxy, aryl, 1-4C- al koxy-2-4C-al koxy,

1- 4C al koxy- 1- 4C al kyl, hydroxy- 2-4C- al koxy,

am no- 2- 4Cal koxy, nono- or ’

di - 1- 4C al kyl am no- 2- 4C- al koxy, conpletely or
predom nantly fluorinesubstituted




1- 4C- al koxy, nono-ordi-"' M al kyl am nocar bonyl ,
carbanoyl, tetrazolyl, or - N(H S(O 2-N(R712) R713, in
wokiosiorey! is phenyl or R711-substituted phenptT/EP10n4/051307
whi ch R711 is hal ogen, 1-4C-al kyl, 1-4C-al koxy, nitro
or cyano, R712 is 1-4C-alkyl, andR713 is 1-4C-al kyl,
or R712 and R713 together and with inclusion of the
nitrogen atomto which they are bound form a radi cal
Het3, in which Het3 is pyrroligdin-1-yl, piperidin-1-yl
or norpholin-4-yl, R72 is hal bgde'n, 1-4C- al kyl ,
1-4C- al koxy or 1-4C- al kaxycarbonyl, R73 is 1-4C-al kyl
or 1-4C-al koxy, R74 is hal ogen, 1-4C alkyl,
trifluoronethyl, 1-4C al koxy, cyano, am no, nono- oOr
Batent dgimg ky| anmi no, 1-4C- al koxycar bonyl, nof holino,
carboxyl, nitro, phenyl, phenyl oxy, phenyl-1-4C- al kyl,
yI sul phon 1-4C- al kyI sul phonyl , or-S(0)
&‘ETM@WWB is 1-4C-al kyl or halogen, R76 is
haI ogen hydroxyl, 1-4C-al kyl, 1-4C-al koxy, carboxyl
or 1-4C- al koxycar bonyl , R77 is 1-4C-al kyl or
1-4C-al koxy, R8 is 1-4C- al kﬁl , phenyl 2- 4C- al ki nyl
cyano, -CH2-O R81, ph&d yR41- (O - N(R82) R83 or
-C(O-0R9, in which R81 RO 1- 4C- al kyl ,
1- 4C- al koxy- 2- 4- al krp chalr bonyl , R82 IS
hydr ogen, 1-4C-al kyl,
3-7C-cycl oal kyl - 1-4C- al S
phenyl - 1- 4Cal kyl , and gR drogen or 1-4C-al kyl,
or R82 and R83 together andR®ith inctRwi on of the
nitrogen atom to which they are bound, forma
heterocyclic ring radical selected fromflhe group
consi sting of pyrrolidinyl, piperidinyl, norpholinyl
o0, (1-4C-al kyl ) - pi perazinyl, RO is hydrogen or
p! ﬂ al kyl; under the first provisio, that this
%hbg&laﬁﬂse@mltreoamw mago-of diflgiCrlitylamino, \w@alsylrhytiiogyl, 1-4C-alkoxy, 1-4C-
con‘mmgf-n_mm@cﬁxyai TC-8YfclobiRékyf 9¥d- %oﬂl?lrﬁ&ﬁ&x&' dr khrfistelRon predominantly

reof di scl ai ne
ng}ngjtg%gﬁmteﬁ"& R0t the left RI- and/or R2- and/ or

'??3 s%fwéltowmh%@gebehtﬂﬁ-wkwmﬂ t he di hydroi soqui nol i ne
RO 6d hydodberidie-40yakoR), 6di hydr oi soqui nol i ne scaffol d
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R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a completely

or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge and R3 is hydrogen, or »

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge and R3 is hydrogen,

R4 is hydrogen, fluorine, chlorine, 1-4C-alkyl, trifluoromethyl, cyclopropyl, cyano, 1-4C-
alkoxycarbonyl or -CH»-O-R411, in which

R411 is hydrogen, 1-4C-alkyl, 1-4C-alkoxy-2-4-alkyl or 1-4C-alkylcarbonyl,

R41 is hydrogen or 1-4C-alkyl,

R5 is hydrogen, fluorine or 1-4C-alkyl, and

R561 is hydrogen or 1-4C-alkyl,

or

R4 s hydrogen, fluorine, chlorine or 1-4C-alkyl,

R41 is hydrogen or 1-4C-alkyl,

R5 is hydrogen, fluorine, 1-4G-alkyl, trifluoromethyl, cyclopropyl, cyano, 1-4C-alkoxycarbonyl or



R is hydroxyl, 1-4C-al koxy or trifluoronethoxy, R' is
hydr ogen or 1-4C-al koxy, or R and R' bound to the
Whenwz00312ng noi ety in ortho-position to each OPCIEFEP2004/051307

together forma 1-2Cal kyl enedi oxy bridge, andb.) R4is
hydrogen, and R4l is hydrogen, and R5is hydrogen, and

R51 is hydrogen, and c.) R8is -C(O-0OR9, in which RAis
1-4C-al kyl ; and under the second provisio, that, when
R5and R51 are both hydrogen, then R8 is other than
phenyl, phenyl carbonyl, -C(O-NR82)R83 or -C(O) - OR9,

i n wWaoHgD-A%32, in whiktydr ogen, 1-4C- al kyI 3-7C-cycl oal kyl ,

e PR A LR BRI P vepeeonnige, o
%’é '§H¥f"‘¥§8'3°rt1 2ér and with |ncI usi on of the
oitrogen atom to which they are bound, forma

h@gﬁf W&JtﬂeF anlu 0948 %@ﬁg lfn%&e aen%tl'&q nJ Q 1 arﬁg?ﬂgh@r(féﬁ%

consi sting o yrrol piperi |ny
or N-(1-4C al kyl) pi perazinyl, and RO is 1-4C- al kyl;

Bfd is ©-6Calhylsamhibs formylﬁdreoﬂcsam'yf&russut&éd(ﬂymwn aheh hydr at es

Ré1 tif %é@‘k&@cﬁgonppgﬁ&xﬁom&ﬁ% hy&’o%%giﬁg%gogsl\g%ﬁ )R612, in which
R broser TGl 7 -ovoloale) 5 Brcyelamkyicl 4 Rigopnd

R612Gs hydwgeadri etOyalkyB o7 C- cycl oal kyl met hoxy, or

R@IﬁmnﬁtR%Hé' tdgEthBY SHAQHINNARIsoH of ltﬁéoﬂ'ltl'oggn 2{5}%3{0 i@lc‘\etgeg are bound form a
1- 4C— X i s hydrogen, halo
and " 'ge}ll el koxy, or R2 and R3 bound to the benzo

H4th ds abitel-peinbered sdigatpdbéi¢rbaydictring maichl compring bagskdyen atom, to
iHidhReA 1 anda@lz kel R R BrRix Mptlgﬁdllﬂ Qfte fulther ﬁgter%?lgm @&eﬁé’&ﬁbﬁ\ i group

({oﬁ&stn?ﬁa‘z nQr g%rbmlsgllfuglagé ERIIO lggli?ﬁ#tﬁ?fg%?){ @613 on aring nltrogen atom,
ip Whyelt i ne- subst ituted 1-2C al kyl enedi oxy bridge, or Rl

Re16 isRR4b e S- Mybhakﬁﬁwz,?cyﬁlbe{n@l itg({:%@r/l Hy@roxy-2-4c-a|ky| 1-4C-alkoxy-2-
Q C 0
Y. g'rs 2 S ST R amitg e oo ey

R2 BYERdnt.0 t he benzo ring noiety in ortho-positionto
Ryacls ghehyrHetD) Gat-eid/of sznaadlsmmls%ﬁ{m(edcb’hem e'Fé?i@ﬁan'ﬂiaphjrélsubsututecl

flu %gnﬁa ﬁtH)l;iSotr Re8lahor RSBt BaG P d9€ and

Het2 is elther
a monocyclic or fused bicyclic 5- to 10-membered heteroaryl radical comprising one fo three
heteroatoms, each of which is selected from a group consisting of nitrogen, oxygen and sulfur,
or
a fused bicyclic 9- or 10-membered, partially saturated heterocyclic ring radical containing a
benzene ring and comprising one or two heteroatoms, each of which is selected from a group
consisting of nitrogen, oxygen and sulfur,
or
N-oxy-pyridyl,

R71 is hydroxyl, halogen, nitro, cyano, trifluoromethyl, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di-
1-4C-alkylamino, 1-4C-alkylsulphonylamino, arylsulphonylamino, 1-4C-alkoxycarbonyl,
carboxyl, 1-4C-alkylthio, aryloxy-2-4C-alkoxy, aryloxy-1-4C-alkyl, aryloxy, aryl-1-4C-alkoxy,
aryl, 1-4C-alkoxy-2-4C-alkoxy, 1-4C-alkoxy-1-4C-alkyl, hydroxy-2-4C-alkoxy, amino-2-4C-
alkoxy, mono- or di-1-4C-alkylamino-2-4C-alkoxy, completely or predominantly fluorine-
substituted 1-4C-alkoxy, mono- or di-1-4C-alkylaminocarbonyl, carbamoyl, tetrazolyl, or -
N(H)S(0)z-N(R712)R713, in which

aryl is phenyl or R711-substituted phenyl, in which

R711 is halogen, 1-4C-alkyl, 1-4C-alkoxy, nitro or cyano,

R712 is 1-4C-alkyl, and



and none of R1, R2 and R3 is bound to the 10-position

of the pyrrolo[2.1-a]isoquinoline ring, R4 is hydrogen
worooiodd2al kyl, R4l is hydrogen or 1-4C al kyl , PREEPH04/051307

hydr ogen, 1-4C-al kyl, cyano or 1-4C al koxycarbonyl,

and R51 is hydrogen or 1-4C-alkyl,or R4 and RS

together forma 1-4C al kyl ene bridge and R41 and R51

are both hydrogen, R6 is 1-6C-a!kyl, or 1-4C-~alkyl

substituted by R61, in which Rl is

1- 4C- al koxycar bonyl or -N(R61 R612, in which R611 is

R718Q0s &M4plkyl, @and R612 is 1-4C-al kyl, or R611 and R612

Rﬁ@eirhq{ﬂ@%e%rt ghd' \gfﬁl |Hc¢fus%ﬂ o?ft gt Jﬁ?qg”ﬁ %{o%ggpwﬁl?mpegha?e bound form a

whi ch are forma radica
Het 1ra?'§a' Eé‘?r"&"’?'ﬁn n-1-yl, piperidin-1-yl,
Hejd pépyrioligir:1-yi| pnpesmmnM-wdrrﬁkfpmhd(zy-yl) pi perazinyl, R7 is

Kt 2s ndigln, 1afedigt 13?:%&09;“61/191%%% ARy LUt ed phenyl,

Het 2, or
3tH%!|[JQ t‘f’ﬂ fg@ﬂ keor fused bi cycl ic 5- to
BU- riebricaee d-4Gailiet, Gilngrbmethydi 1e40-allcayyand] 4M@nd) And-@r &iL&Lalkylamino,

ot SEAPAIRAToar A Aholie! Ebolch, iR, Bt b R, SndhPHBe 2y
1 &g

o PRy ? b AL A R o SGRNHEPRT St ur at o

Rt @b&%lkylerhalqggn radi cal contai ni ng a benzene ring

Rl I€IRIBRE, B dheky D RAC Kyl MAC AREST QRfoRTEr 1£@E|Do>{g£ar9{24}lhc h

roup consisting of nit
%§y§sgn-$(g%|gﬂgr{$€?lﬁo§,r N-oxy-pyridyl, R71 is hydroxyl,

Rl @bﬂp-allﬁxl trhenyl, @yigratkinyt, eyand, u@ﬂzs@cﬁﬁh;phenymam@yam@b -N(R82)R83 or
1- 4@@)mmnwﬁan no mono- ordi - 1-40al kyl am no,

Rt i RS UL ARI L ATLS o 573 KUSRERNY |

'?8|2udﬁ PW&’SQ% bgi“n’-@ "e&“@cmaﬂwméw ;Cy¢lentiyl-1-4@-alkyl, phenyl or phenyl-1-4C-
- Bkd@Gnal kyl am nocar bonyl, carbanoyl, tetrazolyl, or

R8%|(® ) 713, in which aryl is phenyl or
I%Zl hs?ﬁ Sepﬁrﬁ'{@ .k?)h(gn I, in which R711 i s hal ogen or
pgethepgncwi

hgncyle@famWrogeraﬁqn 7 whiclh they are bound, form a
hgtezbcydid: llqgl radiaal sefégtbd frem thefgrolig cord@Rid S byrdinyiptoBridinyl, morpholinyl or

N@quyg_g,pg.gz,ﬁWe nitrogen atomto which they are bound
%orma rad|c€ t3, in which Het3 is pyrrolidin-1-yl,

i pEtYdPgen or ACaRY or phol i n- 4- yI |

under the first provisio, that this subgroup of compounds of formula |,

wherein the combination of all of the following restrictions a.) to c.) apply, is thereof disclaimed:

a.) the substitution pattern of the left R1- and/or R2- and/or R3-substituted benzo ring of the
dihydroisoquinoline moiety of the pyrrolodihydroisoquinoline scaffold shown in formula | is as
follows:

RI

R"
in which
R’and R” can be bonded at any possible position of the benzo ring, and
R’ is hydroxyl, 1-4C-alkoxy or trifluoromethoxy,
R" is hydrogen or 1-4C-alkoxy,
or R" and R” bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge,

and



R72 is hal ogen, 1-4C-al kyl or 1-4C-al koxy, R73 is
1-4C-al kyl or 1-4C-al koxy, R74 is 1-4C-al kyl,

W@ b@aph3tls 4C- al kyl, aryl sul phonyl, 1-4C-al kyl sedcpRP2994/051307
or -S(O2-N(R712)R713, R8 is 1-4C-al kyl, cyano, or
-C(O-0R9, in which RO is hydrogen or 1-4C al kyl;
under the first provisio, that this subgroup of
conmpounds of fornula |, wherein the conbination of all

of the following restrictions &1)_ toc.) apply, is
thereof disclained:a.) the subStitution pattern of the
b.gR4is Ridrogamahe®r R2- and/ or R3-substituted benzo ring

. of th?g‘@;hﬁw%g& soqui nol i ne noi ety of the

pyrr.o ydrol soqui noline scaffold shown in formula I
i sReEMYdAgP_Ad R R' in which R and R' can be bonded
at R&@inyhylagei,bl e position of the benzo ring, except the
df- position, and R is hydroxyl, 1-4C- al koxy
0 IwI(r,ifl yor ormet hoxy, R' is hydrogen or 1-4C al koxy, or
??; SR RORBINMYY0 the benzo ring nmoiety in
orR%ie1-pGsikyli on to each ot her toget her form a
1-2Cal kyl enedi oxy bridge, and b.) R4is hydrogen, and
Ra1 is hydrogen, and RS5is hydrogen, and R51 is
ISP, g second provisiodBigts - c(0) - ORI, in which R9is
vihen B5aidd3Ai1 ;arechwth hydrdgan, thee second provi si o, that, when

a epont I.S~/A81. .
o b Rr SRS VR o (B ORG 1L,
R efeg}%%ﬁ@r EJ' ﬂWr t EEYSRVh PCapeiealiyt-1-oralkyapleylatr phenyl-1-4G-
t hegylconpounds. 3. Conpounds of fornula | accordi ng
RE3 G4 Bhidheh oriAcWyCE R1 is bound to the 8-position of

o[ 2.1-a]i.soquingoline ring, and is

AR50l KK Baghe p Fhagah o0l ifpger 2p g gy arp gund, form 2
chmli@ (i radieg] selestedifiom|thengzoupi causistingiof pyrsolitlipylpipgedinyl, morpholinyl or
Nr et 4giyl) Plperhzingl Gnd ! koxy,
RO s 1-4C-alkyl; .
and to the salts, stereoisomers, hydrates and hydrates of the salts of these compounds.

2. Compounds of formula | according to claim 1,

in which

R1 s hydroxyl, 1-4C-alkoxy, 1-4C-alkoxy-2-4C-alkoxy, 3-7C-cycloalkoxy, 3-7C-cycloalkylmethoxy,
or completely or predominantly fluorine-substituted 1-4C-alkoxy,

R2 s hydrogen, halogen or 1-4C-alkoxy, and

R3 is 1-4C-alkoxy, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge, or

R2 and R3 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a 1-2C-
alkylenedioxy bridge and R3 is hydrogen, or

R1 and R2 bound to the benzo ring moiety in ortho-position to each other together form a completely
or predominantly fluorine-substituted 1-2C-alkylenedioxy bridge and R3 is hydrogen,

and none of R1, R2 and R3 is bound to the 10-position of the pyrrolo[2.1-ajisoquinoline ring,

R4 is hydrogen or 1-4C-alkyl,

R41 is hydrogen or 1-4C-alkyl,

R5  is hydrogen, 1-4C-alkyl, cyano or 1-4C-alkoxycarbonyl, and

R51 s hydrogen or 1-4C-alkyl,



R3 is bound to the 9-position of the

pyrrol o[ 2. 1-a]i soquinoline ring, and is 1-4C- al koxy,
wodoosmodigdr ogen, R41 is hydrogen, RS i s hydr ogePCT/EP2004/051307

1-4C al kyl, cyano or 1-4C- al koxycarbonyl, and R51 is

hydrogen or 1-4C-alkyl, or R4 and R5 together forma

3-4C-al kyl ene bridge and R41 and R51 are both

hydrogen, R6 is 1-4Cal kyl, or 1-4C-al kyl substituted

by R61, in which R61 is 1-4C ajl(?oxycar bonyl or -N(R61

1) R612, in which R611 and R612tdget her and with

omcl usi on of the nitrogen atomto which they are bound

R ' tyh, i ich

RS0 e o B 4GB D6 ariled an e aeb Sk o
phenyl, R74-substituted Het2, or naphthyl, in which
Rt s i 8Calkyiher -4a-arasyeiddby ®1 finsReh bi cyclic 5- to

A& NBREe LR %B&EQ?r%g{12%15aflwh q‘rrprl sing one to three

|tg@tm at ons, I's sefected froma group
s AP AEYIANdni tr ogen, oxygen and sul fur, or a fused
RG18\ie1-#C-alyl, or 10- nenbered, partially saturated

Iﬁ@lﬁ e R6%2 &cﬁeﬁlé%dr\ﬁlﬂ'lﬁcﬁlsmﬁ%ﬂh%'rn{ 0¢h gtorkﬁet F 1 L] Pag‘f-, bound form a

er oa

‘an g one or two
|s §%°@ i a group consisting of mtrogen
kietly gepyrralisiin- Byl dineridin-d4yl, Momkylingptyy, iofly(1-4ERalky1)- ;ﬁpel?éédiypxyl

el eoRéte, it Sfdvor R74Gnabkis.

mono- or di - 1- 4C-al Kyl am no, 3 ngsi@a%@“%%&ﬁ%% ted Figt2. or naphthyl, in
car bé‘ﬂ?{ﬂ aryl oxy, nono-ordi-1-4C- al kyl am nocar bonyl ,

Reig uﬁaentbsrl tetrazolyl, or -N(H)S(O 2-N(R712)R713, in

whi %hncﬂbé&blndo?fuﬁ&:eﬁéﬂshc%t toamrﬂenﬁ)@nlgéhFtEHE@HEQ&?Mmmh&one to three
Qteo 1sleS ha%lﬂg%elr; solr 1]

1- 4% SRS AR WhTa ge‘?fedzt@"hﬁ‘ $<'9‘FP copfisting efnitzggen. pygen and sulfur,

t ogé&ft her and wWith inclusion of the nitrogen atomto

V\/nl alfusbinBiyychid ® oPLMemb<Rs a?tndilﬁ‘%t&é&lad M%écfclic &"H((jf&? contalnlng a

1" By R Es b s S o ol o
1 4@9@&@0 nitspaeRsAxyaen 8w sulifwy | | ar yl sul phonyl ,
1- 4er al kyl sul phonyl, or -S(O 2- N(R712) R713,

N-oxy-pyridyl,

R71 is hydroxyl, halogen, nitro, cyano, trifluoromethyl, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di-
1-4G-alkylamino, 1-4C-alkylsulphonylamino, 1-4C-alkoxycarbonyl, carboxyl, aryloxy, completely
or predominantly fluorine-substituted 1-4C-alkoxy, mono- or di-1-4C-alkylaminocarbonyl,
carbamoyl, tetrazolyl, or -N(H)S(O),-N(R712)R713, in which

aryl is phenyl or R711-substituted phenyl, in which

R711 is halogen or 1-4C-alkyl,

R712 is 1-4C-alkyl, and

R713 is 1-4C-alkyl, or

R712 and R713 together and with inclusion of the nitrogen atom to which they are bound form a
radical Het3, in which

Het3 is pyrrolidin-1-yl, piperidin-1-yl or morpholin-4-yl,

R72 is halogen, 1-4C-alkyl or 1-4C-alkoxy,

R73 s 1-4C-alkyl or 1-4C-alkoxy,

R74 is 1-4C-alkyl, phenyl-1-4C-alkyl, arylsulphonyl, 1-4C-alkylsulphonyl, or -S(0),-N(R712)R7183,

R8 is 1-4C-alkyl, cyano, or -C(Q)-OR9, in which

R9  is hydrogen or 1-4C-alkyl;

under the first provisio, that this subgroup of compounds of formula |,
wherein the combination of all of the following restrictions a.) to c.) apply, is thereof disclaimed:



R8 is 1-4Cal kyl, cyano, or -C(O-0OR9, in which R9 is
hydrogen or 1-4C-al kyl; under the first provisio, that

W kios/osditbyr oup of conpounds of forrmula |, wherBCTEPI94/051307
conbi nation of all of the followng restrictions a.)

to c.) apply, is thereof disclained:a.) the

substitution pattern of the left RL- and/or R2- and/or
R3-substituted benzo ring of the dihydroi soquinoline

noi ety of the pyrrol odi hydroi sgqui noli ne scaffold

shown in formula | is as follows:" in which R is

%) ghé:sla:lskmboy p&@ﬂdoflfﬁe I&fSR1L aﬁﬁorﬂzkﬂi%br R%@Gbst?tutled BétizS ring of thg

y an i s

ﬁ;@gﬁﬁg fi M&gb@h@@ﬂh@gt‘?y‘am ffqltﬁq\mggﬁorﬂglﬁéns as
1 R'éwﬁl kyl ; and under the second prow sio, that, when
R5and R51 are both hydrogem: then R8 is other than
-C(O-0R9, in which RO is 1-4C.alkyl; and the salts,

st ereoi sonmers, hydrates and ‘es of the salts of
t hese conpounds. 4. Conpound ormula | according
to claiml1, in which either, First i ndependent

enbodi ment, Rl is bound to t Ke 8- position of the
pyrrol of 2. 1- a] i soqui nol i neR'ing, and is 1-2C al koxy,
Rznwﬁcrbound to the 7-positi on of t he

4[9[ % % qw noline ri and i s hydrogen,
cag pe ? 8‘?? 78Y Pgsablp 8098'8%8“? ??"F%@999>1§6§fne|1em0%ﬁon and
tH% 'WF’WO&H IF4E-dlkax prstiityaionmethbxe ring, and is
1 riz’@-r@h.b@éwomaé dgk'gx}hydr ogen, R41 i ngylldr ogcra]nOI RS is
0 an i's rogen,

AP R o008 fe P i SO roafitasyreinsse desg o9ai o a 1-2C.
R@!‘V'a?ﬂﬂloﬂsqlda%e bot h hydr ogen,
and

b.) R4is hydrogen, and
R41 is hydrogen, and
R5is hydrogen, and
R51 is hydrogen,

and

¢.) R8is -C(0O)-OR9, in which
R9is 1-4C-alkyl;

and under the second provisio, that,
when R5and R51 are both hydrogen, then
R8 s other than -C(0)-0OR9, in which
RO is 1-4C-alkyl

and the salts, stereoisomers, hydrates and hydrates of the salts of these compounds.

3.  Compounds of formula | according to claim 1 .

in which

R1  is bound to the 8-position of the pyrrolof2.1-aJisoquinoline ring, and is 1-4C-alkoxy,

R2 s bound to the 7-position of the pyrrolo[2.1-alisoquinoline ring, and is hydrogen, halogen or 1-
4C-alkoxy,

R3  is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-4C-alkoxy,

R4  is hydrogen,
R41 is hydrogen,



R6 is 1-2Cal kyl, or 1-2C-al kyl substituted by R61, in

whi chR61 is 1-2C-al koxycarbonyl or -N(R61 1)R612, in
wokiosioReIL1l and R612 toget her and with incl usiper/BP20051651307

nitrogen atomto which they are bound form a radical

Het1, in which Hetl is norpholin-1-yl, R7 is naphthyl,

4- hydr oxy- 3, 5- di net hyl phenyl ,

4- et hoxy- 3, 5- di et hyl phenyl, 4-carboxy- phenyl,

Acar banoyl - phenyl, 2-nethyl - 45 ydr oxy- phenyl ,

4- ami no- phenyl, 4-(2Htetrazol-5-yl)-phenyl,

Rororip hyifdgeng -1 -4suaill@h oyaid ani-4BalkfrGdaMonyl, and

ésméh%toa&mh%lé no- phenyl , or. .
2-f 1 uoro- dlne loxyphenyl, pyridyl, indolyl,

Yui nol i nyI i ndol i nyl, 2-methyl-pyridin-4-yl,
B4 st RSytbgether footi ms4ewwlembr.3be(daaﬂ)41 e 51 ar@bdtmhyarbgé#et 2
i's pyrrol yl or i ndoI yI R74 | s aryl sul phonyl

&% ?4;<Isu hon 2-N(R71 2)R71 3, in

dh 4 %lf(yl’l% HSUb%'F“teﬁ ! Lip&hieht ut ed phenyl, in

R 0$11-Waltonyarﬂon2l®r aN(Ryl1)ReRZ, Iidwtiich 1- 2C- al kyl , and R713
R@Iﬂa‘na(ﬁs@i K)Platheroa\'nd Wﬁand’ﬂﬁﬂn R tha it aﬁ-f g‘ﬁ:ﬁ'u tﬁ év(?nc heeybagil Htamd form a

i nclu nltrogen atomto

forr‘f”f“i F%edfﬂb‘f’ in which Het3 is errphoI|n4yI,
Rattl iRgorphplic-§-atho; or in a second i ndependent

FeATD QOHEB K71~ &Rbiok R7 R ROR st i
pyr r %l CE[ 2. 71 aj |/ soau%ﬂg/lgrl %@ sﬁ:?ﬁg?@d%ﬂ%{y}, 59 If-s @éﬁltgﬁggg%%’, or naphthyl, in
ound to the 7-position of the

"ﬂﬁ‘# r'%ﬁ'tbffz 1-a]isoquinoline ring, and is hydrogen,
chl @rmidigey8ilc of fublddf HidyBlic 558 1oSnRBErad hEthoE@ﬁa&ca?&J?r‘p% l?d']ong to three

t he tero |Ing [eaﬁ40f Wblcﬁ yg I%(B(—é(]rfronmé&lln%c%%)ﬁp% @féﬁmg?@i oxygen and sulfur,
1 28’ aI kyI or cyano, and R51 is hydrogen, or R4 and R5
t ogaetilsed bicyalid - ar 't@hérﬂfﬂ%ohyalr@ﬂ)esawmt&gﬁeté clR%ihg Pa{éfé?l %ﬁﬂtammg a

;rjg g??%%@é QE)QO &%@Esuﬁfme \Nht%vg q'g{gitlé%g each i‘%vhlch is selegted from a group
1- 2€°r51319{19>?§/@5?99&r?ﬂ996@nd Wifme1 1) R612, in which R611

andoR612 together and with inclusion of the nitrogen
at om&ppwey.ch they are bound forma radical Hetl, in
R\yn s hydroxyl halogen, nitro, 1-4C-alkyl, 1-4C-alkoxy, amino, mono- or di- 1-4C-alkylamino, 1-4C-
alkylsulphonylamino, carboxyl, aryloxy, mono- or di-1-4C- -alkylaminocarbonyl, carbamoyl,
tetrazolyl, or -N(H)S(O)-N(R712)R713, in which
aryl is phenyl or R711-substituted phenyl, in which
R711 is halogen or 1-4C-alkyl,
R712 is 1-4C-alkyl, and
R713 is 1-AC-alkyl, or
R712 and R713 together and with inclusion of the nitrogen atom to which they are bound form a
radical Het3, in which
Het3 is morpholin-4-yl,
R72 is halogen, 1-4C-alkyl or 1-4C-alkoxy,
R73 is 1-4C-alkyl or 1-4C-alkoxy,
R74 is 1-4C-alkyl, phenyl-1-4C-alkyl, arylsulphonyl, 1-4C-alkylsulphonyl, or -S(0),-N(R712)R713,
~ R8 is 1-4C-alkyl, cyano, or -C(O)-OR9, in which
R9 is hydrogen or 1-4C-alkyl;

under the first provisio, that this subgroup of compounds of formula 1
wherein the combination of all of the following restrictions a.) to ¢.) apply, is thereof disclaimed:



Het1l is norpholin-1-yl, R7 is naphthyl,

4- hydr oxy- 3, 5- di net hyl phenyl ,
wa200spiB12y - 3, 5- di met hyl phenyl , 4- car boxy- phenyPCT/EP2004/051307

Acar banmoyl - phenyl, 2-nethyl -4-hydroxy-phenyl,

4- am no- phenyl, 4-(2Htetrazol-5-yl)-phenyl,

4- nor phol i no- sul phonyl am no- phenyl ,

4-nethy|su|phony|anino phenyl , or

2-fluoro- 3, 4-di net hoxyphenyl , ﬁ%rldyl i ndol ylI ,

qui nol i nyl, indolinyl, 2- nethy pyridi n-4-yl,

a) ﬁeemﬁtutmy patwrrmf«aeyéft RD endfbr(ﬁiiéadfokiaszubstuttiteu\feérﬁb rifdedt the

| Sa.%}ﬁfofs% rlollrﬁ-zr rﬂdlﬁeﬁlt%l plyrr %lsﬁﬁ%?in%zs)%%%%hbwn m\%mlélﬁl is as

fofows's phenyl or R711- substltuted phenyl, in which
R711 is 1- ZC-aIkyI, R712 ip'l1- ~-a|ky| and R713 is
1-2C-al kyl, or R712 and R713 Sier and wit h
inclusion of the nitrogen ato whi ch they are bound
forma radical Het3, in wpr MNet3 7i~s nor phol i n-4-yl,
and R8 is -C(O-0R9, in which RO is 1-2Cal kyl; and
t HBYEE} t 5, stereoisomers, hydrates and hydrates of the
sd*hs$¢¢ammesnMConpounds. 5. Conpounds of formula I
aoRqs flufgis,g, claiml1, in which either, in a first
%gdependent ermbodi ment, Rl is bound to the 8-position
the pyrrolo[2.1 -a]lsoquinoline ring, and is
mERAtowgiogéRands bound to the 7-position of the
pM&ﬁQﬁ@hﬁg&rahlsqu|nollne ring, and is hydrogen or
s bound to the 9-position of the
yrro'i'yg"[ogenl %ﬁ i soquinoline ring, and is nmethoxy, R4 is
hyﬂﬂﬁﬂyﬂmg¢ul is hydrogen, R5 is hydrogen, nethyl or
#yano, R51 is hydrogen, R6 is nethyl, ethyl or
bon ethyl, R7 is
ci)r{??é E@y&?g d}/lr‘ret hyl phenyl
él@%ﬁh@%ﬁﬂg 5- di met hyl phenyl, 4-carboxy- phenyl ,
2-met hyl - 4- hydr oxy- phenyl , 4- am no- phenyl ,
phenyl
a%d (Jl?dé'l-' ﬁg%écgr?c%m\?sqvﬁ i’)at b1 ani nophenyl
“ﬂ‘ePrB?WIRéFJP@W@W%V%Pﬁeﬁdh%henyl pyridyl, quinolinyl,
RB- mistdthek thpry 1G(0)-ORSL inalhich3- net hyI -pyridin-4-yl,

ébtqyu,{os&, honyl - pyrrol - 3- yI,
1-1t ol ghonyl-lndm

aTd B,ﬁ éél 1 %‘?j %"l’i’BﬁSﬂ h)ﬁd%@n@%@yfa’tes]_)f the salts of these compounds.

4.  Compounds of formula I according to claim 1,

in which

either, in a first independent embodiment,

R1 s bound to the 8-position of the pyrrolo[2.1-aJisoquinoline ring, and is 1-2C-alkoxy,

R2 is bound to the 7-position of the pyrrolo[2.1-ajisoquinoline ring, and is hydrogen, chlorine or
fluorine,

R3 is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy,

R4 s hydrogen,

R41 is hydrogen,

R5 is hydrogen, 1-2C-alkyl or cyano, and

R51 is hydrogen,

or

R4 and R5 together form a tetramethylene bridge and R41 and R51 are both hydrogen,

R6  is 1-2C-alkyl, or 1-2C-alkyl substituted by R61, in which



met hyl sul phonyl -i ndol - 3-yl ,

1- di net hyl am nosul phonyl -i ndol - 3-yl, or
wazewsoadied i nosul phonylindol - 3-yl, and R8 is CREIBPWNG/051307
in a second independent enbodinent, RL is bound to the
8-position of the pyrrolo[2.1-a]isoquinoline ring, and

is methoxy, R2 is bound to the 7-position of the
pyrrol o[ 2. 1-a]i soqui noline ring, and is hydrogen or
fluorine, R3 is bound to the 9;position of the

pyrrol o[ 2. 1-a] i soqui nol i ne rihgg'and s methoxy, R4 is
R§drie e0-alkBdtarbenyhy M(RGEINRG 1IN Whicet hyl or cyano, R51

k@ﬁ%ﬁﬁﬂﬂ@ rl]oggonr %:r‘?‘d ﬂﬁ'{ lnéilll_.\sifn e niffd fogen atom to which they are bound form a

car
4- hyadigsketd, "BWHF'TTet hyI phenyl
Hanashapmm8451d|nethylphenyl 4- car boxy- phenyl,
%7 ng%_ﬁ%ﬂg%h a‘é g cﬂhﬁ@#hfenyﬂ 4= metﬁoxy— Ig(?:m(ethylphenyl 4-carboxy-phenyl, 4-
4- m—_ﬁa eyl HEPTQ'UP frgyﬁr G phesily 4-amino-phenyl, 4-(2H-tetrazol-5-yl)-phenyl, 4-
4- rTHtldngﬁom:DI-splpbwla&morpﬁerfyh QmﬂhyISWIﬁantho-ﬁh’énFlobﬂ Mloro-3,4- -dimethoxy-
2- mejhlyd, - pyridin-4-yl, 3-nmethyl-pyridin-4

1-to| ul phonyl - rroI 3-vyl

11 oﬁV@VE ool ngeing

1- pRenstihys-pyridinetryy,| 3-etald-byridinydlyl, of -
et NURFILIRIL MidHichndol - 3-yI,

| am sulphonyl-lndol 3-yl, or
'%‘%5%%8’?‘ g‘ﬂﬁphonyl indol - 3-yl, and R8 is -C(O) - OR,
R4 Vﬂﬁrﬂwlmgnw 9-2@eiityishiptminyledr RH(0),-N(RTH 2) 7 3, drdudvkiich

éfrilef‘mbr%ﬂ)%ﬁhﬁ1 Jam.wdepﬁer@mmrat es of the salts of
%ﬂ?% 1&9 un s. 6. Cbnpounds of formula | according

a|n1 in mhlch Rl is bound to the 8-position of
R '%&?Q‘@Jh(b[aﬂdl alisoquinoline ring, and is
Ri7412 G- eddeqiigy, or such as e.g. nmethoxy, R2 is bound to the

%’1@%&5 kb%’]to%ﬂ&ég%d Q%tf] nc ans:Eyrb' {1 Wg]nbrsog u?t{;r?qld%u]r\)v Fitn Ilﬂ}%é are bcﬂmd form a
pyr FasicaHet3) ingfhickoqui nol i ne ring, and is 1- 2C al koxy,
P&tﬁcismmfahm-ylrmtdhoxy, R4 is hydrogen, R41 is hydrogen,

R0 syt hyl or cyano, R51 is hydrogen, R6 is nethyl,

et hyl or 2- met hoxycar bonyl ethyl, R7 is

4- hydr oxy- 3, 5- di net hyl phenyl ,

04hneﬂhmx&mﬁpéﬂdﬂnmbhmh@menyI, 4- car boxy- phenyl ,

R4- nﬁtherd'téfhe 8-position of the pyrrolo[2.1-ajisoquinoline ring, and is 1-2C-alkoxy,

R2 is bound to the 7-position of the pyrrolof2.1-aisoquinoline ring, and is hydrogen, chlarine or
fluorine,

R3 is bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is 1-2C-alkoxy,

R4 s hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl or cyano, and

R51 is hydrogen,

or

R4 and R5 together form a tetramethylene bridge and R41 and R51 are both hydrogen,

R6 is 1-2C-alkyl, or 1-2C-alkyl substituted by R61, in which

R61 is 1-2C-alkoxycarbonyl or -N(R611)R612, in which

R611 and R612 together and with inclusion of the nitrogen atom to which they are bound form a
radical Het1, in which

Het1 is morpholin-1-yl,

R7 is naphthyl, 4-hydroxy-3,5-dimethylphenyl, 4-methoxy-3,5-dimethylphenyl, 4-carboxy-phenyl, 4-
carbamoyl-phenyl, 2-methyl-4-hydroxy-phenyl, 4-amino-phenyl, 4-(2H-tetrazol-5-yl)-phenyl, 4~



hydr oxy- phenyl , 4-am no-phenyl ,
4-(2Htetrazol -5-yl) - phenyl,
wa 200503129 | no- sul phonyl am nophenyl , PCT/EP2004/051307
4- et hyl sul phonyl am no- phenyl, pyridyl, quinolinyl,
2- et hyl - pyri di n-4-yl,
3-net hyl ~pyri di n-4-yl, 1-tol yl sul phonyl - pyrrol - 3-yl,
1-t ol yl sul phonyl -i ndol - 3-yl,
1- phenyl sul phonyl -i ndol - 3-yl , _110-7
met hyl sul phonyl -i ndol - 3-yl , )
1 di mEpioyhE$UpheBAHTIHOQPRYYL, |4f}ﬁgﬂhytsarpﬂdnglaﬂfno phenyl, or 2-flugro-3,4-dimethoxy-
};WI i nosul phonyl i ndol - 3- is cyano; and the
sal ts St er eoi soners, hydrates and hydrates of the
sal tRYT. indpidsauinalivhéndalinyl, 7. Conpounds of formul a |
acc ar-déthyg- ptlrﬁdlrﬁci—yf:l,lmathyupy}ldm)ﬂl'brl?l is bound to the

8-p pyrrol o[ 2. 1- a]lsqu|noI|ne ring, and
IS ﬁlﬁl‘lgﬁe@ M?é?\ bound to the 7-position of the

Wi rippyelt Q['“&]"V'soqw noline ring, and is fluorine, R3
Rt boamisulitonil ie2CSallg@sihdngNoro§(Q)R712)R713, in which

rnQ Hg[, 14 and is methoxy, R4 is
B iobianst L r 1 SBRMIGAERR i, 100 LY TR
%)/a %%’a'% is nethyl, R7 is
R71Byiglt-2G-pka, dmd di et hyl phenyl
gr188d h@g(_)gn(y?, 05 di met hyl phenyl 4- car boxy- phenyl ,
dr ox hen 4- am no- phenyl

%71?9 &ﬂ? }J{Jg‘a%e%al'%yvjl ﬂ?@%&?[‘ of the nntrogenpatomyto which they are bound form a
4- noadidabiiéth dvwhithphony | ami nophenyl
Het318d bt whn@pg&@ am no- phenyl , pyri dyl, qui nolinyl,

n:4-yl, 3- thyI pyri din-4-yl,
l%tdﬁ (F%SLES’ I'Chpyrrol 3-yl,
R2 t dd y2&alkyghonyl - i ndol - 3-yl

ahd [Ha&EN, StbHIEURRE, hydraR and h)\Hrates]o'f the salts of these compounds.

net hyl sul phonyl -i ndol - 3-yI,

1- di net hyl am nosul phonyl -i ndol -3-yl, or

1- nor phol i nosul phonyl i ndol - 3-yl, R8 is cyano; and the

sal ct&npoﬁﬁd@wfamm&m.ﬂg@/@a@w and hydrates of the
a]3 s of these compounds. 8. Conpounds of fornula I

dlng toclaim1, in which RL is hal ogen or

either.(n aﬁlhﬁuquerﬁZntiembhqimm,gen or 1-2C al koxy, R3 is

Ri- 26l e sERdsitich dRE bretidio. 1 -Eifséqdir%m'i&/r%%@ﬁb methoxy,

R2  is bound to the 7-position of the pyrrolo[2.1-ajisoquinoline ring, and is hydrogen or fluorine,

R3 s bound to the 9-position of the pyrrolo[2.1-alisoquinoline ring, and is methoxy,

R4 s hydrogen,

R41 is hydrogen,

R5 is hydrogen, methyl or cyano,

R51 is hydrogen,

R6  is methyl, ethyl or 2-methoxycarbonylethyl,

R7 is 4-hydroxy-3,5-dimethylphenyl, 4-methoxy-3,5-dimethylpheny!, 4-carboxy-phenyl, 2-methyl-4-
hydroxy-phenyl, 4-amino-phenyl, 4-(2H-tetrazol-5-yl)-phenyl, 4-morpholino-sulphonylamino-
phenyl, 4-methylsulphonylamino-phenyl,
pyridyl, quinolinyl,
2-methyl-pyridin-4-yl, 3-methyl-pyridin-4-yl,
1-tolylsulphonyl-pyrrol-3-yl, 1-tolylsulphonyl-indol-3-yi, 1-phenylsulphonyl-indol-3-yi, 1-
methylsulphonyl-indol-3-yl, 1-dimethylaminosulphonyl-indol-3-yl, or 1-morpholinosulphonyl-
indol-3-yl, and

R8 iscyano;



R5 is 1-2Cal kyl, R51 is hydrogen, R6 is nethyl, ethyl

or met hoxycabonylethyl, R7 is phenyl, Het2, R71-
W@pas00318% 2- and/ or R73-substituted phenyl, orPCI/EP2004/051307

naphthyl, in whichHet2 is a heteroaryl radical

sel ected fromthe group consisting of furanyl,

t hi ophenyl, pyrrolyl, pyridinyl, quinolyl, indolyl,

benzot hi ophenyl and benzofuranyl, R71 is hydroxyl,

chl ori ne, methoxy, dinethylam Po or aryloxy, in which

aryl is R711-substituted phenyl’ 7in which R711 is

G:hharsemmnw;%ndéﬁtmdamnttert butyl or nethoxy, R73 is

H?t hi¥ l')oun{i ‘faortﬂe §) E&sﬂon 8 th{@gf)lgl?%-a]%%amﬁvailrgg? ggd %frr]'lgWP@(
5%” t ig bqjjpd {oﬁ@g@pq‘sﬁlﬁb gfdlpmtyrrolg[Q 1@&;@9@@{@@ ring; grask ig] hydgpgemor fluorine,
31; a| isbdund whthehpasiten b iePyFaIbIRY LafsoqliRolPé rind) andté mBtfhdxyR4

5@%@ R8 R7 (la) (Ib) in which, as a first
alte atrvé, Rl is hydrogen, R2 is chlori.ne or

R41,d5 IM9E90eR3 i s net hoxy or et hoxy, or, as a second
BS t ds mathylvegyall 1S hydrogen, R2 is met hoxy or ethoxy,
B3 |,§h!;;5p({g Xy or et hoxy, or, as a third alternative,

xy or ethoxy, R2 is chlorine or fluorine,
% '%mﬁ‘@i"’rﬁy@m&m@i‘%&@bO”ﬁ@hVLas a fourth alternative,

R iis4-bidronyi3edimethyipheoyt,i 4aethdRy-3|Ssdime@hyhsiyl, Of-catoR@phényl, 2-methyl-4-
R3 it5droRiHeNY, QlanfridRENA, 4-(2H-tetrazol-5-yl)-phenyl, 4-morpholino-sulphonylamino-
phenyl, 4-methylsulphonylamino-phenyl,
pyridyl, quinolinyl,
2-methyl-pyridin-4-yl, 3-methyl-pyridin-4-yl,
1-tolylsulphonyl-pyrrol-3-yl, 1-tolylsulphonyl-indol-3-yl, 1-phenyisulphonyl-indol-3-yl, 1-
methylsulphonyl-indol-3-yl, 1-dimethylaminosulphonyl-indol-3-yl, or 1-morpholinosulphonyl-
indol-3-yl, and
R8 is-C(0)-OR9, in which
R9 is methyl or ethyl;
and the salts, sterecisomers, hydrates and hydrates of the salts of these compounds.

6. Compounds of formula | according to claim 1,

in which

R1 is bound to the 8-position of the pyrrolo[2.1-alisoquinaline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

R2 s bound to the 7-position of the pyrrolo[2.1-ajisoquinoline ring, and is fluorine,

R3 s bound to the 9-position of the pyrrolo[2.1-aJisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

R4 s hydrogen,

R41 s hydrogen,

RS  is methyl or cyano,

R51 is hydrogen,

R6 is methyl, ethyl or 2-methoxycarbonylethyl,

R7  is 4-hydroxy-3,5-dimethylphenyl, 4-methoxy-3,5-dimethylphenyl, 4-carboxy-phenyl, 2-methyl-4-
hydroxy-phenyl, 4-amino-phenyl, 4-(2H-tetrazol-5-yl)-phenyl, 4-morpholino-sulphonylamino-
phenyl, 4-methylsulphonylamino-phenyi,
pyridyl, quinolinyl,
2-methyl-pyridin-4-yl, 3-methyl-pyridin-4-yl,



or, as a fifth alternative, Rl is methoxy or ethoxy,

R2 is methoxy or ethoxy, R3 is methoxy or ethoxy, R4 is
whyasoeary R41 is hydrogen, R5 is nmethyl, R51 PGI/EP2004/051307

hydrogen, R6 is nethyl, ethyl or nethoxycarbonyl ethyl,

R7 is Het2, R75-substituted Het2, _ _

or 4- hydr oxy- 3, 5-di et hyl - phenyl, in which Het2 is

pyridinyl or quinolinyl, R75 is 1- 4C—a|ky|, R8 is

cyano, and the salts, stere0|s%ge hydr at es and

npou

hydrates of the salts of these nds. 10.
Conpbialylisiplangay3gl, tmowwph@rg/g T]atfr-gﬁr ¢ Qpr{bby;}' r'ﬁﬁlasih
R T R T AT

netH ‘VR2 S bound to the 7 -position of the
B@rn@h@hﬁ 1-a]isoquinoline ring, and is hydrogen,

&l?d'tﬁérdaﬁse s@F E&H’l’é?:g ]h?tﬁateﬁ-%d h?drgtgs &%ﬁgs%ltst (R%eﬁ%g cr)nsrf)lt)ttu{dgn of

the pyrrolo soqui nofine ri
1- 2C- al koxy, such as e.g. methoxy, and R4 is hydrogen,
R4l is hydrogen, R5 is 1-2C-alkyl or cyano, R51 is

';‘ydfl‘&g&ﬂndsaoq%rﬁﬁ 'da? ?r&ﬁé@ﬁ:@ang the salts,

st er eol somer s r'ﬁydrates of the salts of
ippwhigR conpounds. ~ 11. Conpounds according to any of the
IR1 aiisioudd totheB-pdsiflodtitelbyrdiofh. $-afPs%HtE]ﬁJollﬁé)nr¥gh éﬁs R&RbE,) ON

l%uﬁé’t@’ﬂ%l 70[;[0%|h<’)lh oﬂhe o#&ﬂg?ﬁiﬁwwrﬁwgqrg ?56'&1“&'0{"2?’ t he
%3 pé%t? Roﬁ@ow ﬁhecﬂyiﬁﬁflw 1-aligongstiud tngl andds methagy, and
Rds mﬁdegne or fluorine, R3 is bound to the 9-position

Rﬁ1ggmh£&%rolo[2 1-a]isoquinoline ring, and is

I:(;15- %—r%#?xy, such as e.g.

R51 is hydrogen,

R6 is methyl,

R7  is 4-hydroxy-3,5-dimethylphenyl, 4-methoxy-3,5-dimethylphenyl, 4-carboxy-phenyl, 2-methyl-4-
hydroxy-phenyl, 4-amino-phenyl, 4-(2H-tetrazol-5-yl)-phenyl, 4-morpholino-sulphonylamino-
phenyl, 4-methylsulphonylamino-phenyl,
pyridyl, quinolinyl,
2-methyl-pyridin-4-yl, 3-methyl-pyridin-4-yl,
1-tolylsulphonyl-pyrrol-3-yl, 1-tolyisulphonyl-indol-3-yl, 1-phenyisulphonyl-indol-3-yl, 1-
methylsulphonyl-indol-3-yl, 1-dimethylaminosulphonyl-indol-3-yl, or 1-morpholinosulphonyl-
indol-3-yl,

R8 iscyano;

and the salts, stereoisomers, hydrates and hydrates of the salts of these compounds.

8. Compounds of formula | according to claim 1,
in which

R1  is halogen or 1-2C-alkoxy,

R2 is hydrogen or 1-2C-alkoxy,

R3 is 1-2C-alkoxy,

R4  is hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl,

R51 is hydrogen,

R6  is methyl, ethyl or methoxycabanylethyl,

R7  is phenyl, Het2, R71- and/or R72- and/or R73-substituted phenyl, or naphthyl, in which



met hoxy, and R4 is hydrogen, R41 is hydrogen, R5 is

hydr ogen, 1-2C-al kyl or cyapo, R51 is hydrogen, and R8
w0 goospeaiey and the salts, stereoisoners, hydr aP@EEP2004/051307
hydrates of the saltsof these conpounds. 12. A

compound according to any of the clains 1 to 9,

wherein said conpound is fromfornula Ila as defined in
claim®, in which EPo -oGi R2. is-nethoxy, R3 is

met hoxy, R4 is hydrogen, R41 i §ghydrogen, R51 is
hydrogen, and in which Rl, R5, % and RS have any one

0ét2 tite hetermaryinadichl Jelectad #6m }hemg lcéns@dnd dh fdf l, ihrabﬂ.éaw sYerolyl,

tab'@ndu@l daﬁloﬁﬁlnﬁtﬁ)(ljbe)! (ﬁ,\t,&g,ﬁox%‘éﬁéa ran 3 ) ﬁggpggen

%@% Kdro en meth ycar

Hy v ﬁﬂ%@EﬁﬁﬁﬁhQF@Wﬂ?Wmeyﬁﬁﬁb&h?Wﬂyﬁrogen

ardt HyR711-subdtitued pbenybimmpicet hyl et hoxycar bonyl 5-)

RydriogRRindydr ogen nethyl cyano 6.) hydrogen hydrogen

%%& met ho car nyleth cyano 7.) fluorine nethyl

H@We%% Wfrmﬁ ine methyl nethyl ethoxycarbonyl

RY73) is-méthylderi-bréyl mehéthoxy 2- met hoxycar bonyl et hyl eyano -

R )is dh Mprlne nethyl 2- met hoxycar bonyl et hyl

%@ o§¥?an on fl uorine hydrogen nethyl cyano
u%?reﬁ' °"?ﬁ/%| 75 2 fedriesas Sﬁrsslwthé%erﬁ@mpwﬁﬁo

13.) fluorine hydrogen nethyl ethoxycarbonyl 14.)

quorine hydrogen 2- met hoxycar bonyl et hyl
n cyano met hyl cyano 16.)

%%DC i on%éd"ﬁaé? ﬁ@ntﬂwyd f O%%re 5pB damppiae laor Ib,

R1R4 Ra1 R1Ra Ra1
R2 R5 R3 R5
| R51 R51
R3 " R  Ro l N | R6
RS R7 RS R7
(1a) (Ib)
in which,
as a first alternative,

R1 is hydrogen,

R2 s chlorine or fluorine,
R3  is methoxy or ethoxy,
or, as a second alternative,
R1 is hydrogen,

R2  is methoxy or ethoxy,
R3  is methoxy or ethoxy,
or, as a third alternative,

R1  is methoxy or ethoxy,
R2 s chlorine or fluorine,
R3  is methoxy or ethoxy,
or, as a fourth alternative,
R1 s chlorine or fluorine,
R2  is methoxy or ethoxy,
R3  is methoxy or ethoxy,
or, as a fifth alternative,

R1  is methoxy or ethoxy,
R2  is methoxy or ethoxy,



17.) hydrogen cyano 2-net hoxycar bonyJet hyl cyano 18.)

hydr ogen cyano 2- nmet hoxycar bonyl et hyl et hoxycar bonyl
wdaop/06d1eor i ne cyano net hyl cyano 20.) fl uori nECOER2904/051307

nmet hyl et hoxycarbonyl 21.) fluorine cyano

2- met hoxycar bonyl et hyl cyano 22.) fluorine cyano

2- met hoxycar bonyl et hyl et hoxycarbonyl 23.) chlorine

nmet hyl net hyl cyano 24.) chlorine nethyl methyl

et hoxycar bonyl 25.) chlorine nE1hyI

2- met hoxycar bonyl et hyl cyano 26.")" chl ori ne net hyl

R3 ne¢ methppyar bibovy) et hyl et hoxycar bonyl 27.) chlorine

hydnggﬁnmggthyl cyano 28.) chlorine hydrogen

%%HEI oxycar bonyl et hyl cyano 29.) chlorine hydrogen
HH?‘”@%ﬂbxycarbonyl 30.) chlorine hydrogen

5 rd¢ metkylcar bonyl et hyl et hoxycarbonyl 31.) chlorine

ratanonaRbLl ! cyano 32.) chlorine cyano nethyl

é%hOﬁﬁgErbggﬁIBB. chl ori ne cyano

- met Ho Y EPHY Mt ol 34.) chlorine cyano

BY. i et R Sstistitytiod Hetg, or &hiimany 8- MaoY1-pRShy) in @R 0gEN
Hget hg/dyrimgyctﬂn poxycarbonyl 36.) hydrogen nethyl
éﬁ;@gﬁgﬁé&@r onyl et hyl met hoxycarbonyl 37.) fluorine
met Ny yl met hoxycarbonyl 38.) fluorine nethyl

RE& migdiene. g car bonyl et hy! net hoxycarbonyl 39.) fluorine

anY the QR stérBlidtw h I f rine hydrogen
2- et hoxycarlbor???@jtdh3:1&)érﬁr?g't;)kt}1](;Pa§t<ll'§/é€£1€ﬂi S%Itﬁlo}'ﬁ%e)mm/o Yen

cyano net hyl nethoxycarbonyl 42.) hydrogen cyano

2- met hoxycar bonyl et hyl net hoxycarbonyl 43.) fluorine
10 aAHhpBBIdE ¥écolfil 1P .é fl uorine cyano

h?' tﬁbxyca#ﬁon%le%%?ﬁﬁgggﬁgw é?rSOnyl 45.) chlorine
WPy | et hyl et hoxycar bonyl 46.) chlorine met hyl

R3- nisthexyetie Benstioaiohtié pymaioloxaleafuremelring Gnd isAHCOfioRE such as e.q.
hydmesieyy, met hyl met hoxycar bonyl 48.) chlorine hydrogen
nmet hoxycar bonyl 49.)

Rgﬁl %Phﬁoﬁrécf( %S}g%g"%%tll"ﬁiﬂpwﬁeﬂyﬂﬁ'?@é g:ﬂigﬂgﬁiyq)ling (rjng, ap# lisolnidregen, chlorine or
cyaft§rine met hoxycar bonyl et hyl et hoxycar bonyl 51.)

Rg %/ ﬂ:(l; gxggg:%ﬁg% g-?ﬂ)sit%ﬁ bithe %Bf%ﬁ%isaqumgﬂre BHS Ind'E tl-'%&lalk%)gyr,] Xlljch ase.g.

and

R4  is hydrogen,

R41 is hydrogen,

R5 is 1-2C-alkyl or cyano,

R51 is hydrogen,

and

R8 s cyano,

and the salts, sterecisomers, hydrates and hydrates of the salts of these compounds.

11. Compounds according to any of the claims 1 to 9,

in which

R1 is bound to the 8-position of the pyrrolo[2.1-alisoquinoline ring, and is 1 -2C-alkoxy, such as e.g.
methoxy,

R2  is bound to the 7-position of the pyrrolo[2.1-aJisoquinoline ring, and is chlorine or fluorine,

R3 s bound to the 9-position of the pyrrolo[2.1-ajisoquinoline ring, and is 1-2C-alkoxy, such as e.g.
methoxy,

and

R4  is hydrogen,



53.) hydrogen hydrogen ethyl cyano 54.) fluorine
met hyl ethyl cyano 55.) fluorine nethyj ethyl
woebtbh@wpserap bonyl 56.) fluorine hydrogen ethyl cyaem®mP>W4)51307
fluorine hydrogen ethyl ethoxycarbonyl 58.) hydrogen
cyano ethyl cyano 59.) hydrogen cyano et hyl
et hoxycarbonyl 60.) fluorine cyano ethyl cyano 61.)
fluorine cyano ethyl ethoxycarbonyl 62.) chlorine
nmet hyl ethyl cyano 63.) chlorine nethyl ethyl
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I ano. , , 67.) chlorine cyano
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met hoxycar bonyl [ orine net
nmet hoxycar bonyl 74 ) chlorlne hydrogen ethyl
nmet hoxycar bonyl 75.) chlorine cyano et hyl
12et AN ourypmnd adeyiding o zay sfahd claisd £66,0iI somer, hydrate p
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Rﬂﬂ &qquh@@{ine 1-carboxylic acid ethyl ester 2.
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. S-trinet hyl - 3.6 di hydr o- g\Ref 0i Op. 1 a]_ R8
4;%0 gﬁ?mkgne- [mﬂwPoxyjlc amfdiethvl ester 4. [cyano
D[ r nethyl di et hoxy- 3 5 5-athoxyestopnyl
39 - Fhydrogen 7 T'methyl © "7 7| 2-methoxycarbonylethyl cyano :
4). hydrogeny ™ eyl = =L = "5 methoxycarbopylethyl . | ethoxygarbonyl
gj)l :wg R ﬂt-h.,argggnuuxyT I eﬂM‘ aTetnyr—estet 'cyénor\o
Bly d[ Bydyogen d- d1|MgdrByEn- Pheny|i2dnettdxycarbonylethyl cyano
73 hiadnioxy- a. $-nehthyet hyl - d.[grethyihy dr o- pyr r ol op. i [ajyano
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13.) | fluorine hydrogen methyl ethoxycarbonyl
14.) | fluorine ‘hydrogen 2-methoxycarbonylethyl ethoxycarbony!
15.) | hydrogen _cyano methyl cyano
16.) | hydrogen cyano methyl ethoxycarbonyi
17.) | hydrogen cyano 2-methoxycarbonylethyi cyano
18.) | hydrogen cyano 2-methoxycarbonylethyi ethoxycarbonyl
19.) | fluorine cyano methyl cyano
20.) | fluorine cyano methyl ethoxycarbonyl
21.) | fluorine .cyano 2-methoxycarbonylethy! cyano
22.} | fluorine cyano 2-methoxycarbonylethyl ethoxycarbonyi
23.) | chlorine methyl methyl cyano
24.) | chlorine methyl . methyl ethoxycarbonyl
25.) | chlorine methyl 2-methoxycarbonylethy! cyano
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29.) | chiorine hydrogen methyl ethoxycarbonyl
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31.) | chiorine cyano methyl cyano
32.) | chlorine cyano methyl ethoxycarbonyl
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69. 8,9-Dimethoxy-3-(2-methoxycarbonyl-ethyl)-5-methyl-2-quinolin-4-yl-5,6-dihydro-pyrrolof2, 1-
ajisoquinoline-1-carboxylic acid ethyl ester
or a salt, stereoisomer, hydrate or hydrate of a salt thereof.

15. A compound according to claim 1 for use in therapy, such as e.g. in the treatment of disorders
of the central nervous system, or in the treatment of diabetes, or in the regulation of fertility.

16, - -Use of a compound according to claim 1 in the manufacture of pharmaceutical-compositions
for the treatment of neurologic and/or psychiatric disorders, stuch as e.g. psychotic disorders, anxiety
disorders, mood disorders or episodes, drug addictions, movement disorders or disorders comprising
deficient cognition as a symptom.

17. A pharmaceutical composition comprising as an active ingredient an effective amount of at

least one of the compounds according to claim 1 together with suitable pharmaceutical auxiliaries
and/or excipients.
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18. A method for treating mammals, including humans, suffering from a neurologic or psychiatric
disorder comprising administering to said ill mammal a therapeutically effective and folerable and
pharmacologically active quantity of one or more of the compounds according to claim 1.

19. A method for regulating fertility in mammals, including humans, comprising administering to
said mammal an effective and tolerable quantity of one or more of the compounds according to claim
1.

20. A method for treating mammals, including humans, suffering from diabetes comprising
administering to said ill mammal a therapeutically effective and tolerable and pharmacologically active
quantity of one or more of the compounds according to claim 1.



