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EP 0 077 754 Bl Descri ption The present i nvention relates to novel

1,2;3,; 4, 4a, 5, 10, 10a- oct ahydr o- benz d e derivatives having val uable
phar maceut i cal propert i es, process Q)Hﬁhi'grﬁauct ion of said

derivative o) t%l armaceuti cal conpositions conprising said derivatives and

t he use of T8 derivatives as pharmaceuticals. Mre particularly the :
present inve nfﬂeop,eyng\{,rQ%nbm[@] KpveiNDL,3,448,5,00,10aectabydroibenzblolguingline Elaripgives
wher ei n t h@aving)O@ivAbieN @hitmatentital ap@pémsedpmmsméorerthp repd ct'goyd;%gr'ﬁ degiyatives,
each- i ndepehatevatéuicdly coragpsitiond \admprising r saith tdegyagives,; and 'ﬁe qﬁ? t"a""” a .

d pbarmecenigalniot bot h be hydro |
o al kyl || Wpreericinti sy enion g ppsiolagnBier f Rl s,

[err]al kyI, [err] is hydrogen or [err]al kyl and [err] is hydrogen,

[err]al kyl, phenyl or pyridyl, said phenyl or pyk3dyl being optionally
substituted by 30 hal ogen, nethyl or nethoxy or [lerr] and [err] together
are [err] or [err] [err] is [err]alk | dyl, said pyridyl being
optionally substituted by hal ogen, Ooxy, and [err] and [err] (1
are each independently hydrogen or or Bt opether are [err] or !
[err], &5 well as the physiol ogica 4abl e ghd - acceptabl e esters

t hereof. 35 "Hal ogen" as usgd hery N\ne chl orine or

brom ne. "Pyridyl" includes 2-, | 4- pyridyl. By e term

"physi ol ogi cal | y-hydrol ysable and - aCrﬂ?pt abl e esters” 14 neant esters with
aci ds oeo al cohol s which are hydrol ysabl"fe under physiol ogical conditions to
yield acids and al cohol s which are thensel ves physi ol ogi cal l'y accept abl e,

: whi ch m@lmﬂmrmwﬁem&a arerteangdused apd wherai®e | evel s. Such e By, b
St ai med by TR0 Bt o5 8P B p RFRvige et o anc iy may
i nventi g ge 'Sylhydroxy 40 residues, e.g. hydroxy and/or
o Xyt by R Eltﬂf% ﬁ%n L. cHRcN, 0600 PSSR0 NS R A LNCTNRAR,
of benzo[g] quhmlhw}géenr&@gg ance W th f hé invention bear| ng an acidic
resi due, e.g. R@.se.wfb@efyorgr,gumyrahdthe 3-position. Such esters include esters
Wi th nono- an8, dihydmglroCylsplkylaptieds orrpvpdvl.tmvmvldamb'umIbﬁwgaﬂ'w“mawwgﬂzd by
to 5 cafbomaiggemmethybonmethoxyorest er s vmth aIr cohol s having 1 to 4
carbon atons. B4 ?P"f%r‘ '&'P'%‘h@“?’ E ’ _}5 | or methoxy, and

~ comnbi nati ons gh'é ﬁq@‘ e%"hﬂ #g‘%ff t‘-,‘,'&’f"'? gen or% CHI)S or—(CH,h,—.

i ndependent |y, rogen and

dy
ot her i gs hydr %rogez'- ol hereih rfghi fi iﬁxJ dlloﬁﬁi’&cbr&hin)i ‘fl'yﬁdvvpihhludéi 2-,[3esrid 4-pydidyl.
ot her t han y¢ke¥ekm aﬂd,sioﬁ:gibﬁlpﬁwdaih}syblb and Jacceptablaresfeesi§ meantrestemsowiticacidsl or alcohols
[ err] or [ ehich ambwdrﬁmbtalmbéqph[fsolpylca(condmons to Ylgkira}:lds gnchglgp iclsare[tm elves
i s hydr ogemhmgjomllvs tablgy re qhoﬂar -t@mosttth

e R R e Sh T TR
or net hO&ybgmo qu, ,% esma'%' 1& %1 gj%éfn B %‘; si os aurJo?y roup a?the
\Qar a- posi t ig (ﬁi?&ﬁw lcar §ylac acids
7 err] isa ﬁQﬂ?@ar%n tEMs aﬁ las eﬁSvBQﬁ!h@lubUat’Echbl}o’l& kwing 1 10 PEBonCAOAE

yl, and [ emifbrninda heyiel fag@ingQignificaricks ad wall as cosibiraiions therpafrard pteferted: i n
par ticukar et hA, and]\eargmdeqmddntlu bvqrogencs hvdrox: Mostaeferabiyionpisthivdrogereand the other is

i nventi on d&yHEXY-ses benzo g quinolines of fornula | as illustrated above,
wherein [err]# d’% _D‘%%'ﬁgﬂ Xy, o oth RYY_Q4.H1e %Hé(’?“ﬂ
i {Rg)Ryo OF
and [err] |sN£&/ éﬂf’mgf ;L‘Q,g,a i ng %ny—NHso,N(R.)amm
50 4. Ry is hydrogen.

5. Rg is hydrogen and R, is pyridy! opttonally substituted by halogen, methyl, or methoxy, especially
pyridyl -optionally mono-substituted by halogen, methyl or methoxy; more especially 3-pyridyl mono-
substituted in the para-position by methoxy.

6. R, is C,.,alkyl, especially methyl. .

55. 7.Ryis hydrogen or C,..alkyl; especially C,_,alkyl; in particular ethyl, and R,, is hydrogen or C, -salkyl;
especially C,_,alkyl; in partzcular ethyl.

One group of compounds in accordance with the present invention compnses benzo[g]qumolmes of
formula | as illustrated above, wherein .

R; and R, are both hydroxy or both methoxy or one of R, and R; is hydrogen and the other is hydroxy

60 or methoxy, .
R; is C;_,alkyl,
R‘ 1S —CHQOH —CHQCN —CON(R‘)R'y, "—CHQSR., "‘NHSO;N(RQ)R,Q or —NHCON(RQ)R“,,
. Rs is hydrogen or C,_jalkyl,
R, is pyridyl optionally substituted by halogen, methyl or methoxy and
65 Re. R, and R, have the meanings given for formula l

-
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[err] i s [err]alkyl, [err] is [err] or [err] [err] is hydrogen or
[err] al'kyl, [err] is pyridyl optional !ﬁé substituted by hal ogen, nethyl or
get'hoxy and 65 [err] ~and EP () 074254 hB1neani ngs gi ven for formula 1,

2 EP 0 agmllz§4hs%y?i§lo l|y-@§rr}l\;§§b Y 9X§ agtj:eg?bﬁaesie)/s tﬂé’ g£f0 | ys abl e and

-.accept ablAseesidyréup ¢fesMpdund4inFeEd? camme %Qﬁz@fﬂ?&ﬁn&’h‘n&i‘
t he pr esfdomulavasriliuserated @bgve, Whereldenz o[ g] qui nol I nes of forrm a

i |1 ustrat &l Rala0d &, hmhemat@nagsrgwen fanforhdal,] have the neani ngs gl ven f or

forrful a | "45—300" ‘e@’l‘z H, <] éFN ON(R.)R,,-—@H, SRar+-NHSOMN (Redfts r —NHCONMRGIR, o, &t |

have the %ﬁ EZ ‘%&% hﬁﬂgm "e“ erfarg;; la hgﬂag{e

physi ol ogiy 3 uh

o e , f::nm?% ﬁrg

benzo[ Gin ddmﬁo nﬁ:g gﬁén fo'r dl'l% IraQ Qi{v@’pp‘ Fﬁ:}%:m

and [er—aqceptsblhydfsageaofand the other is hydroxy it

‘through [ @he torhgoneds bistherpeasem drivegtioncexist iV fréeenlih Sali forr,Se. gyak |ac|a$d&h&; salts g,

phy5| ol P@fﬂ- Rajis U‘P’M 3ssalts withbases. The presembingersinh irelulbsaivfree ddasalt,onparticudsr
e d t'c ' pigble selts formp Examplesnef pppreptiste pharmacauticplly saccaptable acid

add| t i §aod " ,@ﬁ%@ g&g "° Pedrpghiorideg and,pripates, Pharmaceutispliyrpeegpiable safty avith

present ”T‘I‘(éa edtgp hU OSi t“ $nzb3fhuiidlite Jcﬂu? tF'uI Camas

phar Mok e, e i@% s e B A e

phar W&QBBIBIWMMa&SﬁQﬁhﬁNs&! a\ﬂie b rbbé?ﬂ-t att é)idTSnd frare fo

hy oc lebdir othiert trermmpebindst af she vention aaist incloli uosamtmé)banﬁatﬁgw én ntoRSEN?

i ncl ud@3'§ "'embmbmumtmts are préessntsorowhere swhstituadts themsaiveo eoritain Pptidally Balive

benzo[ Prﬂésmpéer@som"met Sovifh bavaderebod thet theneesentdnventien iricludes both

for mul e 'f,ﬁ well s rasemptes fi.e; @Pﬁ“}"’i)%‘l"'t'is@ﬁ a sigiglp epantimafigisomes paidendhe

;L:fzbgza;azm Dol i (0 b i

each other) the conpounds of 'the |nvent|on eX|st in four isoneric forns
conprising two [err] .pairs. ,,‘,Mﬁge further substituents areRaresent or where
suggt ituents thenselves cont.al optically active cent resH f| rther isoneric

forims will exist. W 4Ndgr st ood t hat i pent I on includes
bot h i ndi vidual i . s rpcemat e §onpri sing a
si ngl e enanti ongl 3 ther i "~ For
formula I, thg S TRNgetVve centrps eus are at
pos#tlons 3, 4n ng 4 hSONET i These ina) be

, éiepresented
as follows: [err] 3R .40 45 50 55™n relation.§o formula | pr esent

i nvention includes tfe individual i soners, i.e. &f fornula Ia Ib, Ic or

Id, as well as mixtures, (g eof, especially racemat¢$bpf fornula la and Ib
orgc and Id. For pharnaceutical application individual isofers and

. racenmat es of the compounds of the invention 60 . are preferred. Racenic
\gi‘'xtures are identified t'hroughout the present specificationfnd clains by
the nanme of one of the two egan33oners present (e.g. 3a [wrrl ~or [err]
), follomed by the deS|gnat|pn l(Racenate)

50

S (e

55

In relation to formula | the present invention includes the mdmdual isomers, i. -
, i.e. of formula la, tb, 1
. 1d, as well as mixtures thereof, .especially racemates of formula la and Ib or Ic and Id. cor

_ - For pharmaceutical appllcatlon individual isomers and i ion
o ore ptonan racemates of the compounds of the invention

Racemic mixtures are |dent|fued throughout the present specnf' cation and claims by the name of one of

the two enanti
‘(Racemat:)?'n iomers present (e.g. 3a, 4aa, 10aB or 33, 4an. 10aB), followed by the desngnatlon

- In addition to the foregoing there is also provided a process for the roductlon of the m
. P s co
65  invention in free or in salt form which process compnses P pounds of the
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In adthion to the foregoing there is al so provided a process for the
productron of the conpounds of the 7‘E,nven nin free or in salt form
whi ch process conpri ses: - EP O aF for t'he production of a
- conpound of f ) : '

[err] 15 V\he(ragaﬁh{t%r#é"drurcﬁ%"sofﬁcnggognda‘r’fgmt"ruéanls fused, [err] and [err] are
each independently hydrogen or nethoxy, with the proviso that [err] and
[err] may not both be hydrogen, [err] is [err] §r [err] or esterified
-COOH of esterified [err] and [err] ave the nmeani ngs given for
formula I, subjecting a conpound ofg 5 [err] 30 wherein the
i i [eBr] | kyl and [err] and (I])
[err] have the neanings 35 given ‘ errCHto cl eavage, so as to
split ofof the benzyloxy or [err]d e. Y. 1he group -OX; b) for
t he production of a conpound of “fornulla 12, [err] 4 5 4 wherein the rings
A and B are trans-fused. [err] is [erRlalkyl and [err]4 and [err] have the
meani ngs gi ven for 50 fornula [err]. @l kylating a conpound of fornula

[err] ag dg&gg thpp fWJé%&ﬂh [err]-al kyl group at the 1-position;

c) for the prg % ac m ghgér E%‘M&hgﬁr }ovns that IE art? %7 ay no:
[err] 60 RBmﬁ e|?b the rrngs ang are trans g P 7
754 Bl [err] RSis -ecuzbngr—ctrqcnl —LON{A,)Ra 66—CRISR] ohﬁr@aﬁwe-omurmnwecnimr and
fornul a | andRs By R} archi8y Hage tHe rheanings givemtonormgia Igiubjectinigar colvipound ef foanula 11,
~reacti§ a conpound of formula Ill. 5 [err] wherein the rings A and B are
trans-fused and [err] e« and [err]} are as define@tabove for forrmula [err],
W yh an. am nosul fonic or amrocarboxylic acid or freactive derivative
thereof, e.g. with a conpound of formua IVa or IVb 20 [err] wherein [err]

and [erg] have the neani ngs given fg@ r]a reactive derivative
8 (II)
R,'

t her eof ,
30 R.® 4

,CH

-

_ wherein the rings A and B are trans-fused, X is benzyl or C,-.alkyl and R,’, R,’ and R,’ have the meamngs
35 given for formula I', to cleavage, so 8s to split off the benzyloxy or C,_,alkoxy group, e. g the group —0X;
b) for the production of a compound of formula 12,

-

40

(1

45

wherein the rings A and B are trans-fused Ry’ is C,-,alkyl and R,’, R’ and R.’ have the meamngs gtven for
50 formulal', .
alkylatmg a compound of formula I' as defined above to introduce a C,_-atkyl group atthe 1-posmon,

¢) for the production of a compound of formula I3,

85 | o . 73 . : p
N ~ .3

Ry .
1 :
’, Rz. . i o . v . . .. ’-'"'1-'5 )

65 wherein the rings A and B are trans-fused,

60



) for' the production of a conpound of formula 14, 25 3 30 CH [err] 35
wherein the rings A and B are trg}; fused %Q(rjﬂereln [err] and [err] have -
the feani ngs, gi ven for forrrul a [ as the nmeani ng given for

formula I, 'ﬁy'd{so—ﬂﬁé g;poung { ,fnor mula V, 40 [err] (V) 45 so
. wherein t SR, t6dia14niS an esterified carboxy
group, and Ql’di,]jgz Qﬁga],.@gg.va,sfd;le& o), above for fornula [err], e) for

t he product rmtuiy‘aa:mounﬁnﬁﬁlaimrnul a [err] 55 [err] 5 EP 0077754 Bl
wherefn the rings A and B are trans-fused, [err] and [err] are each

i ndependently hydrogen, hydroxy or mnet hoxy, lBh the proviso that at |east
one of [err] and [err] is hydroxy, _and R3 and- R have the neani ngs given

for formula 1. 5 subj ectin roula VI, [err] 10 15 2
pherejon the rings A and B are tr rsegi, de r] and [err] ' are eggﬂ :
hoxy A wthithe proviso that at )

independent |y hydrogen, hydroxy 1o
ne of [err] and [err] is netlOxyNdnd® Cmerr] have t he neani ngs
iven for fornula 1, to et helRydl ea age; or f) gﬁg a benzo[ g] qui noli ne
pf fornula | as hereinbefore defingdi wherein R4 is d&arboxy group or a 25
eact’ve derivative thereof wi th an2ani ne of fornula [err] mherern [err]

and [err], %Ymhy,} 3! fordﬁoéﬁu g with an
oo BB S S

of tlee residues [err] and [err] is a hydroxy group (in the case of [err]
and [err]) or hydiOxg0p+NiRLRg ouplivain t he case WO-—-LO~NIBIR,HI a (IVb)
Uzo[g]qw noline of fornula | as hereinbefore defined wherein [err] is a
car boxy & gtﬂf‘ Ryrang Ruehave rhﬁenwmsa@memr ifgrnuinle pre feactive darivativeithorashr i at e
aci d gr realt'Piibe Aeaduetian;of @ comapungsof femuly h an appropriate al cohol, to
produce the correspondi ng acyl ated or esterifRed benzo[g] qui noline of
formula |; and, recovering the conpound of fol la | thus obtained in free
0 R beycarried out in accordance
or Process a) benzyl oxy and 4)
th group -OX of fornula 11, ‘315
by cgeduction in the presence

COOH

with standard techni ques known
[ err P&l koxy groups at the 1-pos
may be split off by reductive
of zinc and acetic acid. R,

35 . R,

wherein the rings A and B are trans-fused and wherein R,’ and R,’ have the meanings glven for formula I
and R, has the meaning given for formula |, hydrolysing a compound of formula V, '

40 -
\ j
(V)
45
50 _
wherem the rings A and B are trans-fused Zisan esteﬂf' ed carboxy group, and R, y R, and R, are as
defined above for forrula 14,
e) for the production of a compound of formula i‘
55
60 5 .
(17)
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Introductlon of a substltuent at the 1l-position in accordance with process

b) may ‘be carried out e.g. by al b iéﬁ | ation. Introduction of a
LerrTal kyl group may be effected ? %5' al kyl ati on, reductive

al kyl atlgﬂe,gf,,mn%gyﬁlg;dﬁ)g}eftghgﬁ,\gw by reduction of the obt ai ned ani de.

Di rection &, Kyhdik) Qe S88N indBpehdbiy 1§ aroger hydtsxy GHasdthdxy, Wit :he ProviegHatiitdedef one
formul a {:fm,r]anQR,'V\ibavabﬂ/,@wds 40 a leaving group and [err] is [err]alkyl.
Sui t abl e | dhwnd§. baveupsmepnings|gines foiformulnk, bromine and iodine as well as
or ganfc sulsH@ifftiPaacompeend effeeuda¥h as et hyl - and p-tol uene- sul f onyl oxy
residues. The reaction is preferably carried qut in the presence of an

aci d-bi ndi ng agent, for exanple an al kali -net or al kaline-earth netal
carbonate, and of an inert organic solvent or 3| | uent such as

di met iyl f or mam de. Reductive al kylaty on~ag j.effected e.g. by reaction
wi th an al dehyde of fornula [er( Brei n Y45 err] I s hydrogen or 'V1)
[err]al kyl and with concom tant eﬁ‘atlonse p. in the presence of ah
appropriate catal yst such as paf Nqddl . The reaction is
suitafly carried out in the presente of an I n&rt -\_gaganl c solvent or

di luent, for exanple the corrbsponlpg al cohol of mula [err], with
normal or slightly elevated pressufg. Al kylation by acyl ation and reduction
can be effected e.g. by reaction with an acid halide of the fornmula 50
[err] wheherein therings A\difd B bre tiaRefuse) gi ven above and Hal is chlorine or
bronm#e, f&,\i"cand8,'bpraeachiotependdntly hydragnpl leydedy ogmbthbiyiwith the pioyisa that atdeas. or.»

r educi ngof emnd R 'os enethoxsy, and carried out by acylation with an appropriate
gulfamic or 3@3?5 mve%meammw“@ké penyla bonpound of fornmula IVa or IVb as

defi ned ab(jpét °b? lﬁé? ooV ld %8 phllEhE ui | q‘bl g ﬁegg gng

act en re de " n T roup or a
der i vat | nga e BEm atdl el El '{%% i,
react | Ongok Sormidlal B )Sr&ﬁEJ ilﬁdco‘ﬁ'ﬁpdnam mid esad? fml Q:r Rescting a
such as bédnzélglauinaline’v? formdlall Bs Reteinbetd uemegmmuﬁa ﬁﬁb’ho BF théliesidaey R,SRyind Rgis _
chl or of os mydmiky rgooupalin cthe s:laseg lot IRy arideR:At o Chydeoxymetbyll geoup Hird thel yasesofi R,), or a
accor danwmmhhmpllﬂmefsfsr fbeeﬂd#efoe%tdeﬁhey herein Rads e catboxy arpuappra) fragtivec

al k a|3|° °§&'QP’WH‘(‘¥? grognqtg)pcuégr desiv tnret #n appropriate alcohol, to
trifl uorg);mpoun gk L SPW&' 9'8'%? Wf?f"ﬂﬂ?c‘eﬂd - JPCayaLing, the
ef f ect ed™ € el Asrdh M&?be .eaJ.. a.@Qw.:h'@é% 1de ,cﬁ't. REGS R Ear]
an inert, s%PBéfﬁﬂBx\PJndcb L ROty &Horeilita 11,

The raeachwae t;ﬂn &M bl &h‘uh’tw@&le&#@d agttbyaaddcﬁapmrmé ptaaﬁ.co fzirfc@mj Qcdlic a[:.er rl] to

[err] (HBr imtroduetian|of a eubsfituent at 0@ 1tpositian inlaccdrdance witihroeasa biméy/bir carried pubaig by
may r eadalkv}etbe ocmlpnm én!ronmt@n ot #Cr-salirlgroupmmey m:tsd bg. lmimmaqqubyom msluwvnn

the art,alg! '°" ﬁé’ﬁé’ét’!ﬂl%'
Am d%' aleavmm% nd%'hﬁlﬁ qumm irou;&_tL in ﬁ?nmﬁgy E%S :e Js well

out usi n& n ls
- ayldr oxy &a@wsmaﬁﬁabm. e pek ﬁieedandaw.m nalka l%e Zr7a

KEACt i Vemear davtiinbtéCandtof @n ineRtorgaidsohdat ardu d$dimathylidnaamilecCt ed aci d
or, where d&edadtivealkyigionupaeite ¢ffvcted o.gpbys reaction with araldl;bym&fmmdh By’'CHO, wherein
est er?f i Bx ipbhydregentar Gn-sakyl en wna cwpm dwydton ca-gb'onlpq pragancelof mappropnate

AR ﬂ%ﬁ?ﬁ%ﬁg exgmple "em@"em?gaﬂ o W%w TR B e ey

VI, 5 EXiantiahibn tyddylaton irtBRlckion LaRbass AR vifh oh GG Rall¥ bRME REHGRE
descrsb begl tORal} :h'éﬁ.ég Ufals th &Eﬁléﬁ@%ﬁa ovg:%& al M|n9rf&aﬁﬁﬁ89§ re@iﬁbhoLe

carri ed foréxadtplegsiri) IBAIH, BOdiDoTRY asreducing dgant. f Or m of one or other. of the
I ndi vi dual Peovess ¢)dsrearded aut blvracvlhwnfmlhnmipmprtmrwam:crorpanbamwcut far azample a .
m xt ur escoprroped pf farmpladvie oniVbyas defined abwen gr mmtlmﬂqwa%\edhmef |Smt¢lm: essttive

f T atﬁ’ﬁ ng ?‘GG&E’ op "93.&5'!), Té'&u?’é% GaETfedopt in
descr? be§° ,;fcg;"? fpe SR bt
are use s o &d} i ﬁeeﬁeg{eawi GinSheiah S OIEbARe Balf 15
Di asteremyaramsxs Ee)&ﬁfbﬂ{nﬂ'& reameaoﬁ 280 r acefmt

free of di Esteercieavageiis accordantd wantpsoceeoé)amede lefléctatig. e.swmyctha withs BBy @dr,ta
obt aiéa | NaBOHs.duthe pogsencexif lay inedt organiesuivent amdiluentisschnas riethydenerdichiiridb ooDMF. The
t echni queact'Po fs suitahiy dwm qut mptnaermresoffm ied. 2@ ite 0°6 (HBror Pﬁfawftfwﬂb}ﬂ:l fgaﬂw
\4 1wie echniques
active ak PlagChay @M@ hvdeaxy grques may é Bbsq a'gﬁg %i’é‘!%ﬁ;:ﬁﬂ&sﬂe g py techniques

rt, e.g. by acylation in acco ance with
Amidation or ester formation in accordance with process f) may be-carried out using any of the
65 techniques known in the art, for example. where hydroxy groups are to be acylated, by reaction with a
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The corrpounds of the invention may be recovered fromthe initially obtained
reaction mediumin free formor in salt form e.g. an acid addition salt
form' Alternatively initially obtBPnOOEEMES BY be converted into the free

formor Vedfiveldrivative 3.4 te RrEEb InhGlrfue! Jor, ) !
accor dan@ositér i :&sgﬁnd mbﬂ%&ﬁﬁ& bﬁzéwngﬁgtgiﬁe: 3:‘5% i %f&a?? Agg%% ?U%g ;
of f or nuiwithlte selecdanidisratconblt h 't he fol | ow ng reaction sequence

30 40 45 55Tl&m85ng7maten&?fo® ufk/in thetabolAd prozesses, e.g. the compounds of formulae ll lll V and VI,

ox_ [ efr] existin various isomeric forms corresponding tahog herdiskefire desgeibarforthe grodhds of fotula

chr o nat o é,'E ;h ‘p RIpGesSes nay Bg carried out usmg stanmg materials in the form 9one orgihenof the

(RaCeMt Gl matorale mene; ororiihe form of mixturag, Aieanac "Elﬂ”‘rlr{e%thgte%gwemenﬂv the

react i onpg Pl b L i o A "e?s‘hﬂ‘am R PEOPRALIR 43297897 X4itB Pogegyres as
formuea |, wage hxa}.’tel'e%n{eﬁé inb@brke/df oo stﬁ'ﬁi{é ineRalQ Belused iy prfmwk% nﬂlr betitq H& ft)(rﬁ'\
oget her of £ ginstsretineric hixturd.al kyl ene residue and [err] Is yl

articul ar Diestérgomers swy|be sgnarated, elg. emuhydoyrapm&lly to yueIdEaahwaiéstbe(bf da‘ahereadaeme
feact | o n C%#TE'HE'\ tained cacemplgsimay) be fesolvarizo ptimindadividudh optivellyactiesdmantinned's axiny,

€s l tl t
fat §éhﬁ'r2§ Ul o oy o 3 %ﬁif?f(%’ o g; &?ﬁ Qdu5s lﬁ?{i?.f’o e
penul ti I’Tﬁidi‘(hﬁh@@fdfﬁ-‘ or mu na V\HBC‘H’ I, r%‘bs‘a)&"%ﬁ?i“’g‘“
are cis- ors:imﬁmsaafeuaedar p@&b%ﬁ) my%'dbtdiﬁeﬁﬁ@a&%%ﬂééwm kridWnRBEHnfyuds, e:g. fc- the
Howed2r , proHectisn of cammontdsadf foreuiaribinacisriange adth tlie foldWihE Asdttioh seGudne.r eased by
epi merlsatlon e.g. in an alkaline nediumas described e.g. in the :
@I.ovvi ng exanple 5a). For epimerisation [err] is preferably methyl. It
w1l be appreci-ated that although isolation of racemates ys cogveniently
carrped out at the fornula V' stage, isolation may be eff ctedlat a later
stage in synthesis, if desired. Si ‘ly Racemates V" a(r;£ A gcan be used
directly for furt-hgr reacti@qn or @ 3 ved to vyi el dN(ndj i dual
enantiomers and f * *Cti ons 55—¢arri®d out usin

forng Conpounds a V., Wherern the rTrmgP ans-fused
are orrpounds e f as here| nbef ore defi ned. esi due [err]

as hg gggemm@qs Fprtehmawefmmsqwj acist additiansaltsiwith entigallyiantyve acids and -

conpounds fall wit 'n#gmscope of ﬁgrrula 11, as gzrei bef or'e defined. The .

further  conmpounds | a 1§rcnayc b.e_oggt ai ned romc ounds of fornula V

by: &0 1) reduction to obtain orrpoun Bl of #6rmula 1L, wherein [err] is
[err]; ii) etherification of conpounds obtajsied in accordance with i) to
obtai n conmpounds of fornula 11, wherein r] is [err] and [err] is
[err]al kyl; :
40
A
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venzenesu

ii) nesylation of conpounds obtained in accordance with i) to obtain

or r.espondi ng conpounds, wherein the bsti the 3-position is [err]
and’ reaction of these with a comoungy)f‘%@f#g%% [err] to obtain -
onpounds of formula 11, wherein [err] is [err]; 8 EP 0 077 79% Bl iv)
sylation in accordance with ip¥) and reaction of the product th an

l kal i -metal cyanide to obtain onpounds of forrmula 11, wherein

err]; v) am dation tg- gunds of fornmula 11,_-Me a4

err]; vij trans, esfg 02 0btREBYE $197 her cdnf q ﬂUIa 11
erein [err] is est$ f% ; A

bt ai ned in accord | C

err] is esterifie 1 er dr]. Al of ~sthe fdactions i) ko v |) may be carrie

yut i n aceordance mnthRQtandard procedures e.g. as desd®ji'bed in the
cconpanyi ng exanpl es. Conpounds of formula Il as hereinbefore defined can
e obt ai ned from conpounds of fornuléﬂx I n 10 accor nce with standard
rocedures, e.g., via Curtius_reactl ‘§E§ eption of the conmpounds
f fornul VI1, all the intermedi afe¥ mbef described are new. It
i1l furtRer be appreciated that in addltlon t hei r pharmaceuti cal

tility as hereinafter described,gxvari ous t he conpounds of formula | are
| so useful as internediates for Fhe pr ction of further 15 conpounds of
ormula I. Thus the compsyndasof §ormula [err]] and [err] may be used as

tarting Materials fo g\rﬂ'_?ﬂet Pgl fgﬁ%ﬁ&gbﬁé%hriﬁ%

tarting materials fg#
the reparation of the conpounds o the

Avention. In these he f O g abbreviations are used: 20
= Jg met hyl f or man'g = Hexaret hyl phosphotri am de MeOH =
t hanol Et OH ‘= Et hanol THF = Tetrahydrof uran 25 VS = Mass

| pectroscopy. Exanple 1 3a- Met howcar bonyl - 6-met hoxy-1 ,2,3,4,dyerr], 5 1
,[err]-octahydro-benzo[ g]qui n@l ipe (Racemate) 17 g of powdnr zinc are
dded to a solution of 3,5 ¢ 1 -imet hoxy- [ err] - met hoxycar bonyl' met hoxy- 30

,2,3,4,[¥r],5,10,[er > Npenzol g].qui nol i Ne in 35 m of
cetic acid and 18 m | & e repgtfon ture ipd H 15
ours at room tenperaf,uNey age Tiltered and Ffie resi due

s taken up in [err]R]'re filterfed ap he re5|du Wa [er'.r The

iltrate s extracted usRifg 1 M [err?mitlhe or gani c pR?Se drﬂed oV %;r]

nd evapor ated, whereupon the title conpounds is obtafned as a yellow oil.

hi s crystalllses on standing: MP. - 66-[err]. 35 The starting

terial for the above pimeemste y*pbtained as fol | owstragemdgel v '

Bls(pheny th| 0) - 5-met hoxy-2-tetral one 70 g of 5-nmethoxy-2-tetral one, 150 g
foni c acid-S-phenyl ester and 120 g sodi um acetate are stirred

Y or 24 hours i ninihelabbie resetioh sdheme) R,GR,’ BAOX Wb TREMBANIRGE givER DefeinbeRreBFIBAHGIEY, each

r eci pi t at es YdsiC,-ghikyl argryd (in pbritieularqihesyl) arfbotiesCiop@neraistesent & €5.Qalkylend rédidue and R,, is
oncent r at i n§ eyl bem-m npethotl.Liscepropyl of 2-butlune, cooling to [err] and

i | teringss M P. Each ove action scheme may be carried out in accordance with known techniques e.g.
err]-(1,2, 37 "‘gﬁ&b o (f‘%‘g m{ gg’f leg._ T&gatas*mmwgf Slarmpipreknpwn or
Fr]-met hyl i ‘%E‘b f r(t '

{1 sopr opyl anhara e Iaﬂne B e b AeaPns °V°""23Z‘r', the

.6 N sol g i amohrt oﬂRaobMEﬁé vt prle§ent Eani readitg ba fikrea ﬂpﬁ'ﬁé}fsﬁtlons elg lanlafkaififd edium as
or 15 mi nut desctibed|eqg. ir] tha fullowingrexsplle &d). For {p&ﬁér]sahon R,, is preferably methyl.
It will be appreciated that aithough.isolation of racemates is conveniently carried out at the formula V*
stage, isolation may be effected at a later stage in synthesis, if dasired. Similarly Racemates V'' and V*** can
" be used dlrectly for further reaction or can be resolved to yield individual enantiomers and further reactions
55 carried out using the enantiomeric forms.

: Compounds of formula V', wherein the rings A and B are trans—fused are compounds of formula V as
hereinbefore defined. When the residue —COOR,, is a physiologically-hydrolysable and -acceptable ester
residue, these compounds fall within the scope of formula I, as hereinbefore defined. The further
compounds of formula Il may be obtained from compounds of formula V by:

50 i) reduction to obtain compounds of formula II, wherein R,’ is —CH,0H;
ii} etherification of compounds obtained in aocordance with i) to obtain compounds of formula II,
wherein R,’ is —CH,OR, and Rq is Cy_,alkyl;

Lo ili) mesylation of compounds obtained in accordance with i) to obtain oorrespondmg compounds,

§55 . wherein the substituent at the 3-position is CH,S0,0CH,— and reaction of these with a compound of

- 65 formula R.SH to obtam compounds of formula il, wherein R,’ is —CH,SR,;




‘23A g of the product of step a) dissolved in 250 m' THF/ 25 ml HMIP are then
added drop-w se, so that the terrBeraturigé)? not rise above [err]. After
conpletion of addition, the redB 15 allowed to stand for 60

m nut es atrv)[rﬁ tl@rﬁq aéc% nEe Wit i dHR réRRESH b1 Mb&ﬁ:tﬁrﬁhdnilkalhbl&)ﬂ cy8iti€to obthirb 0
‘™M THF anfp @g rla I, e}m‘esﬁt_on;cus allowed to rise to [err] and an
excess of vXaN:ddﬁ‘bn t&omddednpﬂnesddbmmmwhexmmﬂé is S-CONIRsifSt ed by

par ti ti onivilgrabe esterificatiomte pbtain furthaecomponnds of faamuladly whateip e is ?&?"f &n rRQOH:; and
evapdr at ec¥il asvigtien ef cpweoqrrds Pbtaeei’rrﬂ@&?ﬂﬂdaa'se witty i tq oRkpip compPoyndz pf fpemula ll, whersin

FLYP) L, e e &ﬁ% P} igﬁ%% AR el et hbed ol
ff ] ereinbefo

[err]-[ Legnpbat
pi oni ¢ aci reraﬂeﬁmcycaarselo%rred fRm\EBripouRts of forigifa Rire

added t gcd nés vith dt agrﬁ breSfe.gs VialCuljusiréaclon, | itres of THF and 300 m
H20. The ngmeite@Rception ofitke écotnpoRnidsad fdroujacuil il mrmrstemamsmgreimfob ¢mscniber althe
m xtureneve all owed to cool, and after addition of [err], is filtered. The

resi due ish wabfnehbrm\aepublaMMImddhw[’m: ejr m\hmﬂa‘cetl!ttcnlatt@tveaﬁ ingftetidesauibeche
r esr due"%@v? &&f'@dﬂmp%m ‘PftfPU?H"h a!?eﬂ'%?ee’r? é,'F ﬁ['"é er t thecP' fuyctian |°§r;¥!9°'

ogeste g i’ igg Tl %Ee §EE‘@ fqd.agé rifja patprjafs for
f ”—"m d' %ﬂ? ‘%'YJ O f th
obt ai neghgg i'oﬁ' &, ﬁemrw%j :Eﬁ%.am EE. H5fion of the
[err]- 1 Tetra ro-'-rret oxyrmno- 5- met'hoxy- 3- napht hyl ) [err] met hyl
|derre prommnr c acmd:eﬂwwwrmdister 65 79 g of the product of step c),

. 41.5 g O- NPy | hy dlexmybthwiphesphgtdaroidal ori de and 44.5 g di-sodium 9 EP O
Qj 754 BIM ro eM hawhhat e bi s-hydrate are stirred for 4 hours at room
t€nper at ur ﬂ"Pre rret hanol . The reaction mxture is evaporated and
the gesid xtra §§h“@° |t|on| ng between [err]. The organic phase is
dried over 2804 eva and the title conpound re-crystallised from
hexane: MP. = 72-[err]. e) Example 1

[ err] - (1, 233 Methbeidactvyigireamethomy: 1)2)39,444,5)10, T0a pottsiiydyo-Benzelgfiuido)ing (Ratdmawat hy! i
dene- pr opiidrg of powdered zink sre/ddded tteea sBltion eicdiS grirrosthoxykarmethokycarboryl-6-reething-
to 60 g'.68.4¥pa5i0. teGertabydr Ols quifioling){Rpeamate} ip 3Sm| Phce%cmmm ml H:05The

S Jzugf;‘”ag{' et i r,%“%rf e s et

t I'on mxt
evaper at edrha rﬁﬁsﬁaﬁ? o @5&: ssﬂ'kﬁ:tﬂﬁé]ﬁ&%ndwse IS dried over [err]

and- evapor at ed, whereupon the title conmpound is obtained as a
di ast er ®0reBis{phenyithiokSmethbxya2-tetrglene chr onat ogr aphi c anal ysi s indicates that .
m nor quarf@igtof S-etifoxy-gtetesjang, 169 g mmpl!,omq,ﬂ -phenyles mmcrs dium acetate are

ostigred for 24l5'8‘t' i3 e B 1‘°' @t fPemyigmper ?',"91"‘!?5@9‘ 8%"1‘ P
zo[ dfqul’"_g, mef 5}’ clon af;%;, ;gcgps%gmrﬁm% % grraﬁrmmee St toge 1 10E
sol ution he 'pfoduct of step e) in 1.2 litres methanol. The

r\ﬁ/act | OB) pUrh 2314 TRrbIfydPd-1, §-bR(phbYithid)-2lax5-AetHoR LB nb SRAT-@sinplidéhé prstisHicsticand
e restubngestatt r act ed- by partitioning between [err]. The organic phases are
dri ed over12{6@qu'smwbviaﬂamnmwl dlethyleeiedamhdddd atl-qmmpiem@f 3.6N sohgion obnd .
Thin | ney ym-mredaie@stom m 'h -129"%:@ i secopled e r-PR°C.

For w’%’ i ?;%r%@g LS %??%ﬁ%%ﬁ""" P a ey

trm;- x 8 %@ AEt 1 9:
[er r Ser . By Edrftioniigibetweed BH;d1. 94, 0land the or o ¢ az%%obtaa LSM teég

40 O y:eld the title compound as a yellow oil, Which is crystE) R&Gen’ﬁtfﬁ:)n dleffiy! ethérhaxdret MIP. =
( Racenat2G)—1M°P 83 ~Lr;:»r r] The initiall y obt ai ned d| ast ereoneric mxture
consists chi & racemates B and D, onldy :

55 ¢)B-[1,2.3, 4- etrahydro-2-oxo—5-methoxy-3-naphthyl)-c-methyh ene-proplomc acidt. butyl ester

140 g of freshly amalgated aluminium filings are added to 100 g of the product of step b) in 2.7 litres of

THF and 300 ml H,0. The reaction mixture is warmed to 50°C with stirring for 2 hours. The. mixture is

allowed to cool, and after addition of CH,Cl., is filtered. The residue is washed several times with CH,Cl,,

the filtrate evaporated and the residue extracted by partitioning between CH,Cl./H,0. The organic phase is

60 dried over Na,S0, and evaporated. The residue is recrystallised at —20°C from diethyl ether/hexane

(preferably with seeding using previously obtained crystais) to yield the title compound: M.P. = 95—96°C.

d) B-{1,2,3 4-Tetrahydro-2-methoxylmmo-5-methoxy—3-naphthyl )-a-methylidene-propionic acid t. butyl

- aster
65 79 g of the product of stepc), 415 g O-methylhydroxvlamme hydrochlonde and 445 g dn-sodrum

9



E]uanti'fies of racemate A and only trace anmounts of racemate C. The 4
racemates A through D are readily a I um pressure liquid
chr ofmat ogr aphy. 55 g) %_E"Q 6%#7% Ig%d

1-'"Met hoxy- [ergﬂ carb ¥e b' - et ho ye 2436 bEIL ke 20 105“?,1‘81“'4)3@&1){9&%%%9[1“
g] qui nol i né’ § ,ﬁﬁ % %5 "ga HLERM,0. The organic
di ssol ved i |s r| N %%C&Eb&at@& SHurd rE‘-BrylstSIhQéd ﬁ&ﬁdre&ihe M.P. =
stand for _rmﬁu es at roomterrpera ure The reaction mxture is then
concentsated and dried under high vacuumto yield the title conpound as a

grey solid am«nms,ngemsdrormahmmrrror%reathm-amanhwcp-m%v' depg-propjnic acid tbutyl ester

- Met hoxy-[err tp 60 g of the product f step d) dissolved in 2.2 Irtresf

,2,3,4,] er r et a'?b é" % Eg {(:f‘o‘f' g%?%gg% ed %%#‘%ﬂ o
d| azormej aclt'ﬂ:tgﬁn m » ate @% 5 ‘g @ pHﬂ T ordan g} dnLgSver N2,SO, ::d
r aw pro uctevg bifip Dtkihed § HosiepUmue A28 WA layer

evapor at | Orl:h m a'fHa% urdﬁ.ae& kmrrmefhus.amwdahe ef ) pléUucts akdelf2By Bradim
Bl vacuum the t|tIe conpound is obtained as a brown solid. The raw product

i s enpl oyed) BMethoky-$. -bowlo&mtﬂwvl-&mabomm.as.hﬁﬂQ)lQamt?medfa@swlmm'
re-crystial | i sQ@ gmtassumazdrasﬁﬂ\nmsm@fe 81& °ér'9 spluti “h° product of 8 step e) in 1.2

1- n- Propy! -4 'QF mﬁmlh @é’ eo:garialc :has s 8 f?g%r ﬂ&;\éﬁ&i

ro- benzo[g]
err] et g & b e e f .@g B e Bl

qui nol i e f"z@ U&Gﬁilateﬁlbaﬁ ﬁdVUyt Re Suatgrk forlgnecdfahelives erlaviecmers
in 30 M n- ;pesamnol 3 m n-propiona dehyde are added and hydrogenation is

effected enploying 1.2 g 10% pal | adi um on charcoal with a reaction period
of 10 ca. 15 hours. The reagti¥igmixture is filtered angy evlfiy at ed,
where u on t he t|tIe corrpound-ls obtar ned as a yellow oil xmhr h slowy
solidiffes. MP. = 2xaiple 3 1 N
- n- Propyl - [errh)dl g yI anifno- 6- net hgx
,2,3,4,]err], 5,10,
(Racerrate) 1.5 g of
1-n-propyl -[err]-am 06rreth xXy-1, rr] 5, §0, [ err] pct ahy [g
] qui nol i ne ( Race- ioe) and 3ﬁ)o m tzﬁ'-‘fzam G\tam gy Bre added to a g)lzuté?pthof
1.9 g diethyl sul fam¥yl chlorldeln 50 mi chIorof&rm and the reaction

.9 9 diethylsulfa a
added aggl the m xt GRECEERE) W Fac TROSOtTle L o thatematel b Br ot - ThAGE

extracted by partitioning betvveen [err] 20 [err]. The organic phase is
dried over [err] evaporated and\iurified chromat ographically, to yield

[err] title conpound as a yel @, which is crystallised erﬁH3d| et hyl
et her/ hexane at [err]: MP =. 88 [err] The starting rraterlal"l fbr t he above
.process*?'s obtai ne z a1 -n- Propyl [ :

O\VD

\ 2 3,4, [err],5,4 octah dro-Renzof gl qui nol
Qi/hydrazrne h d addel to g uti on Dof _
1-n-propyl-[err]- rre ReRy CaLBOINCB- WEet hoxy- : -
1,2,3,4¢ferr],5,10,[¢rr]-oct ghydro- bgpzo ui nol i e (Racenhte) (Pr oduced

in accordance withgpeganple 2)"in 60 zn‘gﬂg nol @pg the redttion rﬁ()}?rﬂéﬂ-@gt.s
stirred for ca. 15 Rours at [err]. After concentraion and drying ufder

hi gh vacuum the residue is taken up in diethylether, dried over [err] and
evapor ated to yi el d(Rmmrte) #.Bomdisel 128 @ yel | c@lnéte)vvhl Ph £183sg84d Igi ses

on stanél ng: MP. 84-[err]. 30 b) 1 -n-Propyl-|err]-amno-6-mnethoxy-1
., 2,3,4,[err], 5’hé—9ut[aﬁf bbamed BBMEHeOmbR RIS GoHsRe dhitly oRAcEBeEB aRd 0] with odly Minor
sol uti on qu@hﬁtl’wswacﬁﬁﬂté)hladeohlv tratdaradumsstdsdmate €. Thé § rdcemates @l thiouginDate readity
2.5 g of teppatedbymediunspregsuee)liquid dforndtogrephy. Reaction is conpleted wi'thin

5 mnutés. The obtar ned reactlon mx1 ure is borled under reflux for 1 hour,
50 M 2 N Httr‘- V °\°9an

m g “i!m?ljl on is
fl
;Sdr ;J i(on of 'ng ﬁ ¢°’ "‘"‘ ?"’\@‘;? ﬂ%ﬂ% "’.ﬁ)'ﬁg'é'gé?ft e m%gm and dneg

over [erg] 1 porate o y| e e title ¢ rrpound as a brown oil

N&Q- met hoxy- 1
H 18.5

h}1- Methoxy-aa—methoxycarbonyl-s-methoxy-1 2,3,4,4aq,5,10 waB-octahydro-benzo[g]qumohne .
(Racemate) .
An excess of diazomethane in dlethylether is added to a solution of 6.6 g of the raw-product otamed in
65 step g) in 50 mi CH,Cl,. After concentration and evaporation of the obtained reaction mixture under high

10



produc‘t Is used directly for further reaction as herei nabove descri bed.
Exanpl € 4 40
1- n- Propyl - [err] d| ethyIsquanmEﬁnﬂrW'BMr%&y 1,2, 3,4, [err] 5,10, [err]-o

g B ahﬂydE gr benzo éﬁ; V§P gs Eia%%‘% -ci}??w%a E:;c The rcm lﬁfotmct a??&&l@zgéd QFeQW Q?fu fr

I
3a- di eth 4] am) am no- b- met hox 5 [err],5,10,[err]-oct ahydro benzo
[ 9] qui noI i ne (Racenat e) (obtai ned | Bxample@ dance with exanple 3) in 70 m
[errg . The rtea&bpﬂﬂume(ﬁm@rbmyls&-meuhew -1.28,449%5, 1 108- oaahwrmraenzplgiqsmoamr e

of from[ [err], 100 M 1 N erﬂqceraate) added the H adj ust, ed to 12
Wi th dﬁﬂ‘ﬂt'wév‘t?b‘t%v'rﬁefde g, {Hacematej
net hyI en@"{‘,’H in ‘é°°'dFﬁE3‘6 5 s;g"% ﬁcrﬁ'ﬁm \&Qﬁﬁ ivhgivd
dri gg & 8J°rnr:§om édsas
i's taken o]vn,,, ,d n [err] are added and
t he whol e ol |l ed m nut es under refl ux. The product is concentrated,

extracted by part|t|on| ng between [ errExamvgi@ld, t he organic so phase washed

until neut¥&Propyitde-di c[‘aahyis]u;fatdovludme'ﬁemt axvr1]2, %@@@d@?&?@d‘wmﬂsﬂglqd'"o'me

resi’flue i's d| gested in b0| I | ng dieth Raeernafp exan cool ed a d flﬁﬁ’fﬂ,,? L
|

yl eld the i ;ﬁg ﬁfm}é’gw re a%& utton of 199 :‘tz’ﬁrﬂ;&ﬂﬁ
- o SE SR E

pO r ¥,0. eEIeQGani® ﬁasﬁ dHeUQWe 3,804 efaporated and purified chromatographically, to yieia *i.3
1-net hOXt)tte[celhb]:umﬁs wbn&w Gilywhith lis-doystatlised frgm diethy! ether/hexane at —20°C: M.P. = 88—58%°C

1, 2, 3, 4, [ erThp strtihg, l{lmrra] foodteadbyzbrWOansc;[b@ﬂmMas@"m (Racenat e) |n 24 nt

acetic acid and 12 rr]. The react on m xture i s

hourg ta’r‘tS‘E" Z:EEZBY' "‘ :e ’g %91 :'Pvgf% Y‘ng éo.}‘;:(@l ox

residue e A r.,r@g R AR, Sl
th 1 rhif rhetharld Ak o@ e‘?\s@&@ﬁﬁhﬁﬂ ah@drying

yi el Nehdb? Ri Iev&:QGFHQH@ th Etaken 4P i diet ﬁéth&n dr_ﬂaQwStt l'@a',soﬂﬂ\drﬁiﬁratab td yield the

obt ai nedut&&oh@bbm a yR)low oil I‘vlatndsloatysn[lms bn smhdiog: MR b BA-B6°6- et hoxy 1

, 2,304, [err],5,1 0,[err]-octahydro-benzo[g qur nol i ne ( Racenat eA
of b} 1- n Propyl 3a-amino- G-methoxy -1 2,34430 5,10, 10a -octahydro benzo[glqumolme( acemate)

z reth Zg[x% u,:{?w’“& mo&d%?‘ﬁ#iﬁ% itl %n =°an2 %?9 ft&afgw

|
exanpl. e 1 12 BYANS adaRion of2
MeOH [ e rsqmau Toeemec 0] bicFevapbraetiite Dieldahyl ke odirﬁpdib‘ldraﬁhy&"bﬁn o ‘Bke
met hoxyc;&btmmélusgd Gicgtiy for Wethler @sctioarss hedeinapoveresaided.on at the 3-position.
The reaction mxture is concentrated, adJ ust ed to pH 1-2 by . addition of 4 N
HC and extracted several tines wth [Expmpledos: 5 The organic B{g se IS
drieff and bvﬁwr%ﬁ%etaﬂﬂﬂf@nevlrfawoﬂrmgw 1,2 8& 10i19ap-ostahydrozken ?q“'“°""°

\di‘azonet ha N | Y L
above p rﬂxcc% e'H éo nyri;;:%ggh 'J?; E gp %ﬁzbﬁlq{:&%}gfﬁ 2 E(gﬁacé}rfgtyel)
crystal | jo6@fmed § ﬁ%ﬁd?ﬁ’ple M:P?O mi é ﬁ:l bn mixture is stirred for 4.5 hours at a

1- Mewh ommbaratu}e S EbND % BOTE 1y h6°6,- 108 il 0 N/KHC C), ate dlqc{ee,rtm} pB adjdstheta 12 waitt BN WNMOH-
benzo[ gfapditmodtitainedirfixiufdtrected seyersl tméamthmatbﬂe@ cmogdoﬂ‘ he hegapic odves arewvasltesip

8.5

J

a) in 50unm nemra' wsh u:mé!dett evea Ny:ﬁﬂ; pirated, svh Th'= is
hydrr de tpkp "” A |sc n 2 ﬂf*&"'@dc"?%;'}eé df h
(o gzt : meﬁg@g .(]ge
| wy.% em; RJ a APhi ecto’yieh :ﬁ%ﬁ. ut. d/as
t e mxtmg_l@g I tered I trate evaporate 0o Vi el e titl

conmpound as a 15 . White pomder = 149-Jerr]. c) 1
- Met hoxy-[err] - mesyl oxynet hyl - 6- net hoxgxaihplbss 4,[err], 5, .
0, [erf] - octé hylthiometbykf-methoot-1.234.6865 thibabp ctah\Elr bvfzolgml ladlﬁ?t:e'mte)step

b) in 40 gl;f {ﬂ?‘”ﬁ?’ a"&cﬂ? e f‘baf%‘“ﬁ'l' °ﬁﬁt4h%t %‘ T"‘%hY' q '
20 The }Sg%g % ?’ fgnP[gE:i room empe Q| e % ﬁ‘? .
wher eUDORy i rhtersd bbaih e h%ra?e a@:@&?wttﬁt # i

MeB Ut Sifase has drfivh ,s&item 818 thel title COMPEUHY:

The starting material is obtained as follows:
a} i-Methoxy-3B-methoxycarbonyl-6-methoxy-1,2,3.4, 4ac 5,10, 10aB octahydro- benzo[g]qumolme

{Racemate) _
65 85 g of 1-methoxy-3a-methoxycarbonyl-6-methoxy-1,2,3,4,4aa,5,10,10aB-octahydro-benzolg]-

1"



by partitioning between [err]. The organic phase is dried and evaporated

and- thé residue crystallised fr e a/ﬁ to yield the title
conpound: ‘M P. = 188-189C. 25 1W+7 Bf

- Met hoxy, l; i ekt afe Alowedd Rbétlioz d&ys[iRENIN SRy

o- benZO[ ﬁﬂﬁ,&fﬁm éﬁécﬁﬂﬁhﬁh &rﬂu’r’gﬁmmwﬁsde hO&G%sdlaj;lW mbthoxycarbonyl) -

are addegtoup ishmlm-;ﬁaal épirgerisatich atithex®pdsitioneETheapdction mixt@® isdontivirated, agjusteditne

product mf 1-52 byadsijtiopef$ NitiCeshd mr%edﬁwmlms@lﬁwidgéb@@ ‘?%5’0'@% nigphase is

r eacfi orgried andrevapnrated end they ray pradych & acpd Yty an QI/ % Eﬂm i ga:’,‘l"'ﬁf"’s

react i orFﬁ'fER’f’B?‘%“ is copplgte F%R‘éﬂ"ﬁ‘?&é‘ cegre 2% I VIR ANR Y5 rpé’él due
¥ crysipllis f'(S’m stherberang=Nr & 1°F

ext r act dia € organi c phase is dried and
evapor at k—%&l%&?-@@@daﬁs%ﬁédﬂf&%h drddeRioflgiholing used
diremt| yﬁgﬁ? ?gﬁgpd;?g%%‘gn as her el nabove descri bed Exaﬁ%l e 6
1- n- Propy| A soition @E8.0g| Jf fieQsroduay bf- slemaltid 80! THRis 3idded torar fuspansion Loé .57 g dittumny
dr 0- benzapraipipr hvarideie 5@m! THF at room temperature The reaction mixture is stirred for a W?)
0.87 i mo'pr'e praturd patb0.6mi HiOgang °°é NaQH, frligwed) by acfu h?& m H:Q are adcec” .
[er r Wf\': minutes jlwggg st‘ l ered ndthef‘ Itrateevaporate to yield the title compound as a
L ‘1°“‘!§’°'lgiferﬁ hydr o- benzo[ g] qui nol i ne (Racenate) (obtai ned
'” aCCOfc‘??%ﬂ: Eaﬂnie nﬁfhoﬁ%@ﬁi@'&aé%1@&@%%&66%&:&;&9@16 indMRe and t he
reactloqggge}q.a IsS's |rre or ca. hour's™ at roomtenperature, filtered
and concentasaf adwﬂdeﬁc: bi 4ép Mas saiml pﬂ'ﬂiﬁ'\d’ﬂsadhoe to £6 ex imethanesbifbyyl chloride at 0°C.
par t 2 i CTriemjxtoed isieltuwedas stindior ca (5l heure atopomnenapenit a@ewmmna?ﬁaﬂef/a b'r"éﬁ"ed'
wher eupceiuting istadded-and stiregd §07:38 MitHes, These 2‘@”‘5\»“ ‘iﬂ% .}7 Ir gs
and the resid ecry"al ise

nd evaporated

Y partitigpipg betwegen 8, ase is drie
%rynS}:’?gd{H f'@Y'rﬂ“‘ﬁf?t‘ﬂ;Y m‘l‘fﬂﬂyg %ﬁfbxﬂ%'ﬁ 9%-4,[err], 5,10, [err] - oct ahy

g r 8 f;e il fztﬂ B -(uéill‘ruxg %b 'rrw?hyﬁﬁuomethyl 6-methoxy-1,2,3,4,431,5,10, waB-octahydro-benzo[g]quu(oﬁ’ﬁ& emat e)
(R te)

1-n-pro py?c;g% ;’o}!mﬁﬂy{auhé {80% Wispbrgion @ oip brie @BYedwith ida-cboliny 10}4,n8 smedhlmenciptariniy

dr 0- benzof DELE ¢ of theipratuEtRef ctaped) e)speadaddn 3@ anl iDMFare Meadded 0 9°6 801’1&" %'@5 S

of exanphistuy sired fat & durtherd howrs 16 Iae-cqaling Tha 6%0 %%‘E:%;E gﬁr’gd L
er r

b0 m ¥aguyrH and they residie extracted by) g
Kt oo Pattoni WA fPEREL e PRADE A0 Pl #u ePjtacippas

m [err] aTe add Yopul Refe 50 pH adj ust gglahple 2 by the addltlon of 2 N .NaOH,

and the obt 3igXGgpyilEmétImSneMylemethoxeT, ag\ 4,4hd]5,90, wthctalBi&o‘bme{gtdiﬁmrnde

The #x gani ¢ phases are washed until|l ndéRdcembteli th [err], dried over [err]

and concentodt etin-prdpyt indiderand 12| K60, pecaqdp@mé%hweﬁ hmps'eﬂ‘y" E'I%t!‘ﬁ"?lj

in 100 m 2%4; &mmpmn»dro-mzmlqam eﬂﬂmgmebtommeef" 'dv'!?e Gess of"

added arfkammle Fang the ra 'P'E)F"?‘U‘ lfﬁﬁzé ‘:@g‘e 'at‘"e
hlth

prodygt ﬁ" ?&Hgam %asedr'nﬁﬁgn 2@ LﬂL erees

.The org gh %{ ] ke neu ari e evaporat ed

\solld resi due | ges egi In di ethyl ether and flltered off to yield the
-1 e compound as a hei ge powder:. M P.Exampié3-[err]. Exanple 8

3a Met hoxycaw rbbnopwoab-mhmwmelhvl}ﬁ-avdto’fvetz.? 4 53015)1({ @PB-P“M%W@JGMWEM@] qui

lOﬂln

nol i fit (Racemate The ti i s o t | 0

f anpl n " st )"ﬁ Y38 -mﬂev"g;ﬁ %ﬁ %‘i ?ﬂhﬂfﬁgggﬁlg;:g;
II?S?'?E‘ g m% poc &xi %miéwa b A IRl Horj

r r saTet ﬁé@ tcpf‘pﬂ} ha laddiBén of , :ﬁﬁ lobtaifed. mmulelact{aefed Jsevezdi times with

[err]-( 1m3th3lz|40 Thtbridd) THe Q:rg'bnﬁxmﬁem hweestiedd until privutrat] With] #20,] drimct dver iNBeS- gndo
pi oni ¢ ainderttratagt wherespiopra yeUpWw. precifite dselpps. This ig faken vp-fn MI?CWQMFH \K 1)
[ er r] - (110mBata 71 selutinnat SiChin it A 2 #ﬁdﬁ‘ba'ﬂi the chwipgd Hu’ﬁﬁ?wgﬂjﬂ '?NE%E‘! he orga

d e Ihe Pﬁ i3 cace ‘°€§P€P r "P“' etwee
o G B s e

| dene- pr.opi 0
Exampla 8
3a-Methoxycarbonyl-7-methoxy-1,2,3,4,4a0,5,10, 10aB-octahydro-benzo[glqumohne (Racemate)
60 The title compound is obtained analogously to example 1, proceeding via the following intermediates: .

a) 1,1-Bis(phenyithio)-6-methoxy-2-tetralone: M.P. = 97—89°C."
b} 8-{1,2,3,4-Tetrahydro-1,1-bis{phenylthio)-2-oxo- 6—methoxy 3-naphthyl] a-methyhdene prop:omc acnd
t.butyl ester: M.P. = 118—119°C.

: c) B-{1,2,3 4-Tetrahydro 2-0x0-6-methoxy-3- naphthyl)-a-methyhdene—proptomc acnd t.butyl ester: M.P.

65 58—60°C,
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5 f)

1- Met hoxy 3-t. butyl oxycarbonyl - get hox -1 2 4a, 5, 10, 10a- oct ahydr o- benz
o[ gl qui nol i ne is” a diastereondsl cO ai“rprl sing 4 enantioneric pairs
as .fol I

1- Met ho % gg‘gfffﬁkrefﬁ&(pﬁ*a?wﬂ'y? M%%&mmﬂ’ Gt ligene-PEoPIRNS ofeiq tRupA
ydro-bey X Jh bifino-6¥hdthoxy-3 ﬁtln.ﬁi)m hylid id tbutyl
1- Met hogg err -.tmt?u oxycgélgonyo 7- maox?oxy? &’ o ye'rern]e.p&';opll‘(:')m‘[zearcrl]-oct:,'fvah
ydr ofbemfzo ﬂgr]qwmltlbuﬁlo&%a(memiabmbw 12,824,455, ﬂ(l%wa}oc'aﬁydro benzolglquinoline is a
1- Met hoxi nc mibaurg lcomprisind)é enyantigmerist pairs s follows, 4, [err], 5, 10, [err] - octah
ydr o- beftb i\? }bqﬁlow@g%ﬂweﬁwpzyﬁa@ﬁﬂp ‘IOqg)-octa ydro-benzo[g!quinoline

C tF
ot poRl ,gi, bR BB By T8 ot dihscllf ik ot ="
di ast er gp{IkNeindxyI3EL M‘ﬁoﬁ@mbrﬁﬁ-ﬁ nmmo%-x 23fq Jaaeqa%a%socahm behzold15dinéliRkY

m nor quRbémitteM.RE trace anounts of I ndivi dual racenates nmay

readi | yDbeMethpry-3d- ﬂshthyxvﬂadwwmﬂwe dqaasdo.obuwmmaﬁhwgl&aﬁanﬁt e B

i s used(Racemdtel: M= Mt hesi s as fol | ows:

1 Met®h oxy I@ﬂmn}'al@wmmgy\ewc mwexgns@manm 0? arerates B gnd I, with-oplytraingrudnties o6 |
g] qui nof

1- Met hoxy %’E’ﬂrg@@f ;%{%éﬁ%%f mpedjumg prespurp liquig chIGMELIGIPY ¢ ahydr
0- benzom wha A 4205, 16116a8-6dtlydrolbeh 21§ latiFolR (RédeRlate).
Exangl hﬁ 1-Methoxy-3a- methoxycarbonyl-? methoxy -1 2,3,4,4au,5.10.10aB-octahydro-benzo[ Jquinoline (Racemats'.
1- n- Pr opy#. =3m1-AR03°CiSteting Matghiall/ - met hoxy- 1 4,[err],5, 10, ] err]-oct ahydr o-
kerizo[ g] qui nol i ne 25 (Racenmat e) The
title conpound is produced anal ogousl am’ee@(a starting fromthe
pr od}gct of b?(ﬁWBY' ngnetmycquoryl ywtho% aﬁgéag_.g,lg@paﬁ octphydro-bénzo(glquinoline _
- n- Propyl i et hyl sul 31'0 e 1 IdaaOC
t ahydro beﬂ'ggtll f‘g" Wor 3 éoiuf&rgg%‘r?@?h Z" "h ?%Mg%‘réggﬂ?e[prgénh%eﬁ%raglgé gs
oi | anal ogously to exarrpl e 3, starting fromthe product of exanple 9 via
the followng internediates: a) 1 Example 10 .
- n- Mpy!| t-ﬁerap}/l-m:émwamam?wm riochapethpxdy-G2.4.4,4a0.5, ]q.topa-eczguurq-bmo{a Inuihotindenz
o[ g] qui nol | ne (Racemate 35 b) (Racemate)

-n- Prop rtf mpﬂ?’mlsrﬁé’fm 18@0'98'29'1999#1{ tgewn['%ﬁ-r startieg fMOyihe-RsediEbPh |
qui nol '?g ? 4aa 10,10 octah }Jmoic ate); fJn
TP Nttt v R N AR

- n- Risopg) bﬁ?ﬂ;
t ahydr o- benzo qU|n I ne tl e conpoun tai ned
anal ogously to exanpl e 4, start| ng f ERampIBa@1 pr oduct. of - exarrpl e 10: MP. for
the hydr Od:-lnl'ﬂmpvﬂéu-dlemit@ul[amqy]ams@(bhﬁretylm,s,d 4aa,5,10, 10aB-octahydro-benzo[g]qumolme
[ er rJﬁ I t hi orret hyI 7- met hoxy- 1, 2 {Bacempated r |, 5,.10, % oct ahydr o- benzo[ g
1 qui !fg%gﬁ{? 50'“3'"3 %Pt’?"é‘%ﬁi‘ﬁﬁ’&l?rﬂd stading 8 dprodysl <f gsersple 190
\exarrpl e ygrqeh f' tH#d%7 811 %wi ng i nternediates starting fromthe
froduct of exanpl e 8h): a)
1- Met hoXy- g:MeltyRRbmeRYICAMBMRBNY-1, iz.m&ﬁ%%&mlp%ﬁmr&swz&[gﬁau%n.ﬁerﬂalamaahydr
0- be#iz o[ glTneititie lcbmpoundas obmrined andibddusly to éxdnipié § as b oil via the following intermediates
1- Met hostgm{\gafrot}nhg/nhoduo}néehyiplemm:et hoxy-1,2,3,4,[err],5,10.[err]-octahydro-

“benzo] ;Mﬂbwm?&mh xvearbonyl-¢mnethoxy-1,2 3g4)4aa.5 10 10aB-octahydro-benzolg]qumolme :
1I\/Etho )M Frethl-? methoxX 4[errd] 510;err -oct ahydro
- beng eh pthy! meta?xyf 2,3,4,4a0,5, 1d ,10aB-octahydro-benzo[glquincline

o "m A L5435 Bk
-n- Pr opmh-\hahdbiysmﬁ&tuwwumm h%eﬂ?axvntzmu%nan&a%&ﬁaﬂo tanidiglaGinbiine0Ct ahyd
ro- benz(ﬁp@}mlmln ag2{-sucenmat e)

Example 13
1-n-Propyl-3B-methyithiomethyl-7-methoxy-1,2,3,4,4aq,5,10, 10aB-octahydro-benzolg]quinoline
(Racemate)
_ The title compound is obtained analogously to example 6, starting from the product of example 12:
60 M.P. for the hydrochlorlde =236—238°C. .

Example 14 .
1-n- Propyl-SB-methylthcomethyl -7-hydroxy-1,2,3,4,43a,5,10,10aB-octahydro- benzo[g]qumolme
(Racemate)
65 4 g of a 50% dispersion of sodium hydnde in oil are washed several times with hexane and suspended

13



The tl'tle conpound i s obtained anal ogously to exanple 6, starting fromthe
product of exanple 12: 60 MP. for the h%rochl oride = 236-[err]. Exanple

14 1° B1
I -n-Propyl - [ er R%@J g,ex 'a&:t‘ &&[ﬂu Fotidwedl bly 815/ 50CA-BlolH-3p-
|ro- benz O[ g] 4aa,5 1 £ Rﬁfn%hﬁé" (cblairfeaCth WBdordance
{-hydride in - hexane an suspended 13 EP
10 077 754 Bl ] Th n %reis&nﬁed fmshyshmar tﬁem evvlatrand thecdMBdwaed under high vacuum.

I portion- i s&he f estmewmkdqmﬂnﬁngh\dénelchhﬂpe g%p;t facted [2x, first using 2 N HCI and then saturated
! met hyl t hi omBleHQOs Thenehitéioed solution ds d!'zde‘i"‘le]' 31 wtua' W‘gn Pé&?ﬁg g@g 37 the
i1ine (obtai man frastien carrvmlised fomCH:Clahptane toyield th BI°95'8°
4The reaction mxture is stirred for 5 hOLgxgma"”gerr] cool ed and the DWF
irenmoved pnder  I3agWletNckyseiBonyP6-méthoxy-£.2,3@)48a,5, sotoabeaaufuro-aeﬁiatgmuumae (Hakematele
and extract ed éxg of £ihG powderrage added itis'la sahution lo€ 12.2 gt 1imethexy-Jpemethoxyicarbonvi-8-methoxy-
Fobt ai ned s oN2Bidcta0530,00apexitabydrp-bprzofdiquinaling tRecareats) (Examipie 5atin 180 m aretic acid’H,0 ic:1:
'chr ormat ogr aped thaireagtiomeixtyre isgairrad for 3days,st reem temperatpre; Iseletion of thy RIPAYCE [FSRYRE .
to yield thé"‘i"?W%’%‘bWﬂlﬂ?d‘ toyigid the "1'32°’[‘E‘?‘1“f’: Exarrpl e 15 10
[err]- Met’hoxycar bonyl - 6- met hoxy-1 , 2, 3, 4,4, g* g
10, [ err] - oct ahyéth-3ReRMMGedbY Pé-in@ﬁo 3118, 8413b 3,10 4baf-oBtahydrélbed2AiRAnoRhE (Racemate)
{added to a sol Sﬁrﬂm%u ‘ﬁgﬁi&wnr? rseﬁ:héﬁms%%:&ham&&%wwmm o%idﬂﬁaw example
£1, 2, 3, 4, [ er 1§in98dA sethsdol aidtahlpdetibnhﬁﬂzm[ug}wwgamdtedfermmm)ng@l&mmplcbarcoal as
] 5a) in 180 cdtalysheeratutts filterqd, tha filtratdconcantraterd and thie residue exteactediby partitioning 3~tween
{days at rooRH4GHIDEKHERy solutiogoThe prganie phesecis siriedi gwver Na;S@epnd evappetad)to yicld th- litle
anal ogous| y crppuRdiiPe subsequent torercrvptallisation & WrddSund. 15 Exanple 16

§1-Methyl [ err]-met hoxycar bonyl - 6- net hoxyé‘g&? ? 4aa, 5,10, [err] -octahydro-b
3,

{enzo[ g] qui nql. Maﬁvl@ﬁﬁfﬂ&& rbotiy1-Erhy RG0! ﬁﬁﬂ&&y’%m biinz&] )qﬁﬁﬁﬁﬁe (ﬁE&mate)
jadded to a sol Aédigion® m:eh:.bm.w-aduﬁacn,&l,emm bPdrépwiséat tieretl.2g
jand t he reascfth@prodict blaxemple 16in00 tCIACHaridalie mwuoﬁﬁndmurmnodhgaﬂmgs #d-500~10°C.
4charcoal as5@®!HOxresddsd andnhet dmre alloweditod tisate chom température. Theobtained suspension is

‘{concentrat eff@?ﬂi"\*’ﬁé’"ﬂ@#ﬂ%@% Oaiiefa PQ'PQqndlﬁHﬁ n MeOlap ed. The residue
Sin porpa plosel gr’mmv&mg

{sol uti or® THEeE CH:GLN ipeytral dried
| IR RRM o A= b i gﬂ%ﬁ*w?gaf" amors iy
417 25

11-Methyl -[err] -m&:hwsmafbbmhy&ow.@maols ﬂ:.ﬁaﬂo&aiya}o-&r&agiqﬁrnbimqah@hw%0

- benzo[ gdsqui nat.5 mEofalNGelibredf KOHSA EtOH io Bdded tala sbiition bH0. Dy bf theprodisd ef éxample 17iin 10

Alerr] are ackistDHismithe seaction scl@tionthiled fo|iuhouo nndsk reflu. esfcooling the oadgtian wixture is

{exanpl e 16 nNeytraiisyd iy 1herqd Hition, 9fi 76tal ol AN HF aejurionin- MeQHsand, gvagorpted. Bhentesidye is
at -5to rr%g_ﬁ;gﬁ@ W‘g‘°ﬁ?@“%&%’&°‘&ﬁd‘ﬂﬂ'fé“i'§'ﬂb‘éﬂ"&? tavield theditle corprpupd MoP. =

to roomje Wﬂ%d suspension is filtered, the residue

boiled f8r 1 hour in 50 M of a 1IN sol ut igREmpk 1§1C1 in MeCH and evapor at ed.

\The residue wuya@wmimbineﬂﬁﬂphﬁwﬂaﬁ%mmbaua;sgb 104 p-dttahlyBrd-LRhEdlaGinglHe-38-

washed with water until neutral, dri estboxeidd itacemate)d evaporated-to yield

the title corrp‘bsmndwasof ammm-f myset aeidanhyduidp and-0.5 g1l trjflucfoscetislacid 187 mi acetonitrile

{1-Met hyl [ epre Mﬂ&oﬂ f AP Qtt ucsofrsa @Pﬂ mv%wbme pon
1! qui nol'i ne % "d" "’é‘ h?'\‘f" t“?' Ay r TO-
jadded to a ‘E’gs@‘fg g‘ m&%’s sgﬁ: 9 ’mnﬁo m“n-
the reacti opy, é o biviss e 851 5k éiabarinka Ju.ﬁﬂe CARbLEDstoliRg materil
r @4Ct i ONgolTi Bing Focovierdtbsub br&Q phRitibhIRy Byl fikraliH). The rZs- T p@rified chhértdbgraphically to

sol ution | nyidle @é ttlectompopad: M.B.c= 2@Re211%€s1 due s suspended in2nm [err].
The non-sol uble portion is separated by f||trat|on to yleld the title
conpound M P. = 250-260C (vmth deconposi 513

6- Hydr oxy- N-( 2r %ﬁﬁ ob‘?a?rz an:%g'gu to e*arﬁpwgzenlnr rgo[ Uﬂ?ﬂlu 3mq233=

ro- benzof’y] g ﬁﬁ;

Example 21 :
-Methyl-35-methoxycarbonyl-7-methoxy—1,2.3.4.480.5 10 10aB-octahydro—benzo[glqmnolme {Racemate)
60 The title compound is obtained analogously to example 16 starting from the product of example 20.

' Example 22 ' :
1- Methyl-33-methoxycarbonyl-7-hydroxy-1 2,3,4,4a0,5 .10.10aﬁ-octahydmvbenzo[g]qunnolme (Racemate)
- The title compound is obtamed analogously to example 17 starting from the product of example 21:
65 M.P. = 197—199°C. .
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carboxani de (Racemate) A solution of 1.35 m trifluoroacetic acid anhydride

and- 0.6 m trifluoroacetic acid in 7 ni acetonltrlle 45 are added at

[err] to a suspension of 1.4 g of ERcOODUISA 81 cxanple 18 in 35 ni

acetonitrile, -whereupon dissol ution [%E ended material occurs. The
%Sloqgid{)

reaction m xt yif 9-Hydfoxf4, roltén: iR8link YRd.Brhbth)
and 1.4 g 5-g M% ﬁsﬁ%%&y&wﬁﬂ x?ameno gousRQ \éﬁdnménd ﬁ'hgwogiﬂt? pRdastef axkteile 22:
The obt ai rm.d éeast-lssft:mxture is then stirred for a further 4 hours at
[err].s5The obtained solution is partltloned between [err] the organlc
phases dried over Na2SO4 and evapor at edE

ample?4p| e nr eact eg?
Mator i al 50 ™HYdeRni Ramesa SPvEan: % ml HPrEReUS PoepBluirglpe o6
_-:Thg res IZSH%eE’lrﬁe ﬁ%%dng %%Weﬂ%gggio tL l 'l tgmt'ng ﬁontn' t“ Sroﬁgtma?)%q\ple 23:

err] - Met hoxyca onyl - 7-net hoxy-1,2,3,4,[err], 5,10, [err] - oct ahydr o- benzo] g]
ui noline (Racemate) 55 The t| tI e caiwms i s obtained anal ogously to
xarrpl e 15 1su-am'pirlfag-diamylsmhaoyjam'uhn@t—beoioybxmmsﬁaza.ﬁ0.1MBFb.ctt*hv¢!fe1qu|z.olMMl-e

(Racemate)

- Met 191 - 'c'aﬁ“tﬁﬁﬁ pded gramse atliiGtop selufign of o ghe gg’i‘g&fd"

- #Dbenzo[ g] ﬁ_ﬂ 12 pa &;ﬁ??“ O.Th ‘b hgtﬁse Eﬂg fg,? ted and me

anal 0gous|efzidy3 rse@gmf.s%a e hycibnicide BAIDRGH ethgk:

22 The benzo[g]qumolmes of formula 1, as well as the pharmaceutically acceptable saits therec‘ n0SSEess

1- Met byl - [vaiuable thﬁmwbwhm?ahyﬂrcmyuﬂar‘ﬁma tést§.err], 5, 10, [err] - oct ahydro

- enz o[ g] qui Incpartivela¢ fhay exhibitprolbktin sectetion-nbibitingadtivity as indicated by inhibiiti ®f plegni Gy
npl e Hommnl trbnbm qdnmgra@amtqfemleea&awplhe Sthday gfter ingpmination) gtdosyies pf from

EP &® gs by reduction of serurn prolactin levels as measured by RIA, 4 hours
1 Met hyl - 2 F' " %ﬁ% iop tma g ’?5’:13« gosg é., 8.8 %@a ﬁ'ﬁ“ s (B2 1878 <yrird 8ytdn
] qui n6fi né t e.@ ui a?aﬁ”&%ﬂ rg afop %Lypralgctﬁ\XMtlsn
18 starti RehitifordTb.p/ IR tHalt t&coﬁm Pdi whn:h ct[o% rolact vels is
7- Hydr oxw%&&:m& TeRaiple foryth Aisbmeht aegahgd:orihoaa thcding rpost-garthioh, siaﬁa"ctdrrmeﬁ iﬂwﬂe
r o- benzo[ gleaunenoof pestpainideperciant) oreastiude disBalesnintieding rrenenptrhasac forptbaridhibition of

obt ai rfed  davsdtiog olngliiging cpaskoanyne Iqogatlgoamq mprbid clactation og» vriices der dhextfeptanepts-of

10 M P. hygergn;g!pcun BYg ypo ) and females and of pr actmoma 13 ,
-n- Pr opyI ef? ""au P ?@;% 9 %ﬂég‘ % ai nveniently
0,[err]- m 3 r§l’ 0ses rﬁ:‘ﬁ\q& in o out 20 %u 16 n"t!%:‘tage forms,

‘mg e ingredient m free or

benzowkchlpﬂsa etﬂfcﬂ able eaz mrﬁ.etog&h Ciwith al Shafm&de waupaoda&aane idertlortdaftier
product ofthestenpl e I n 200 pyridine. The-reaction mxture is stirred

for 1 hour wirt édditioa-toabe lfmgpommduet&ceznmqmodhbs af mmularidas vell se shedplarmaceutically
partiti ondadceptablaselts thped atsolaxbibit wp,armn meswphas'edlwettm Q!leltqs&remr{'etm romen on

evapor at eddeVnistisHen yisiosagas.off iéé‘ {ﬂ; "",f%" ?4‘:,"8 pie ua
o o fﬁ % %ﬁa s,{ toro) ﬁ{

sal t f‘Fom"éz:?‘ doppsmine pathwa
nlma tests. In particular

el as TRl er e
' Rhar maceutyy isthatiOV &' doséges 3P e.b!

exhi bit prol 75ddaii &aid[ﬂ&b;aanieﬂsudma&s e aﬁﬁidmylsilydlaaed fockise aé wbabvndr@haﬁhtslecmfor
of pr emanalye tta@traent o isbcbos Barkioson. Eor thisiusenan fidicated daily doségerininghe ratge af frotmiabodtt 1to
day after appidfimmeanyenientiy admmsd mrdw-mm@esgz toA times; ayday @y lmgmaywé re'easeéefm

N bypu o fons, g {9F praleministratione Rbout 2 majpgwe
after ade g”'i Qi el awm@ag@sf:ﬂr" TSR S & el Seamaoh

my/ kg fqams 'o?%rm.!.i. |' d@,ﬁiﬁﬁg fb&&l&l&fﬁ aedait.on salts
descri ed md?edimsrek bit bép redepitol siu g a&i st eion'Y? deétedsed Blood |

sal t s ar e ppgssdre @hd gecredsed surpshe-dnéstmeue @ndifenpl irésisianeé @i the Bnaesthetised dog. For

this test dogs are employed which have been anaesthetised with nembutal. Blood pressure is measured by

means of a catheter inserted in the femoral artery and heart-frequency is monitored by means of an

s5  electrocardiogram. A sub-maximal isoprenalin dosage (0.5 pug/mg) is administered 3x i.v. and blood

pressure and heart frequency is measured. The test substance is administered by injection into the femoral

vein 10 minutes after the 3rd isoprenaline dosage and the inhibition of isoprenalin induced tachycardia is

determined following repeated isoprenalin administrations at the same dosage after a further 5, 15, 35, 75,

155 and 315 minutes, with a follow-up measurement of heart frequency and blood pressure The said

é0 compounds of the invention cause a decrease -in blood pressure as well as a decrease in superior

mesenteric and renal vascular resistance on administration in the above test at doses of from e.g. 2.5 to 100

ug/kg iv.

. The_said benzo[glquinolines and saits are accordingly indicated for use as dopamine receptor

stimulators e. g. for the treatment or prophylaxis of coronary disease, e.g. of congestlve heart failure, as

65 well as of hypertension and oliguric renal failure. For this use an indicated daily dosage is in the range of
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oré, e.g. in the treatnent of conditions or disorders for which
tion of prolactin secretion | eveI S | s I ndi cated, for exanple for the
tr€at ment of gal actorrhoea i ncl udi ng t Maﬁﬁct orrhoea, for the

reatment f of REAlAGHI T 9&% il ehth aiiceQHERE S 1d Hivh o a1~ Fifle
pr t he i nhi bsg,&a(gn, G]t-f:t gﬁsiﬁ m ) Fob éﬁ%ﬁéﬁi‘ﬂ&tfﬂﬁbﬂ té’n’:\b&dé %g&@td 23%‘296’ mga;e:;:

pr bi d | act at ingredisnt ek aﬁau‘e 1y ecepiable sak fd}y-pﬁgahalvamt 4 PRfrifiateutically acceptah
ypogonadi sm dlluenadamrrmmdweidmal es and of prol actinoma. For this use as -

di cat ed dai | y Aoinsligeted asbove fohedmars%gtmf thie benzofgiquinc!he® Bray bead free od i phgrmaceutical
gonveni ently amptnblstselr éqrmi. ip partieuier UE@&"M"D ampﬁsh’em& aﬁdyloorsait form. Such salt forn

ust ai ned rel é’é@%‘ ﬂ‘F"’S % [m .
gdm nistratio

h free ong 35? gg’%ggﬁ%g ino rn e% %?EGS‘@ f%iF agg %Eﬁ sYo%%ﬁqegfgérgf\}sable ar
armaceuti cahhy Rsfo c uh ,q,r;p ulh Jg‘tron to the

gor egoi ng themerfauo[rg]eqm NGk | Hegmaht (a1 rguiaao}rhoﬁs W@Hens’lﬁ:al hisorders, hyperproloctinaer
ghar maceutically mpcmhabrhe:rspedumnbhebem‘ruaé 393 tacfation tnhibtpani ner gi c

ctivity as ihéi cedendntine rmbacqm.edpelmln@laal ateral rotation on adm nistration
dosaged® of‘?-ﬂd?ﬁ e S"R‘:SBWPW"’Z“ Bf PP"“L')‘“‘! cP“F’at s in which unilateral

anmage of the

nj ection of &° 1q§ﬁ @?ﬂéﬁ%& §|| Aﬂ(ﬁ?ﬁa °?ﬁ°é'lgll<l} er 8%‘?"%61?3%%'&"% ?we" s f
n accordancezw td%e oli 6 UMY h Obbove 38 the mEiPhcture of
67, 69-920 ( 1973)dedichhent slithbfe fg? ga&oﬁemexblobldaso‘iwf alingYan Betiodly com:--zing «
R Tor phi ne st er @sdogiatedt with paxacticl mBeretidn;, i particular sl osmdhioh af disarder ashspetifidkDund-r 1.1
ko” kg 1. p.. The sabevepentredtp cMnrhmI Parkinsam dr thelprephylasisae treatmientyofie ¢andition oe disorder ;
or use as’ dogamsﬁﬁq'f' c,una e quslrewsndww to aren'eﬁpvardomba@ic agent; as well a:

frreon o e s P B IR T

| MBS a day Oainik ok e ToRBHcting SRies: é@éﬁbﬁ%'éé‘h"@wmﬂs@osage forms, e.g.
or oral am.nistration, conprise fromabout 0.25 to about 20 ng of active

ngredient in friea bynquﬁqunalmmﬂfwdyl acceptable salt formtogether with a

armaceut?cal |y acceptable diluent or carrier therefor. 50 The
enzo[ g] qui nolines of formula |, as well as the phaﬁ@pceutlcally accept abl e

Bcid addition salts thereof also exhibit dopani ne reeptor stinulating

tivity as indicated by induction of decreased bloogd pressure and

ecr easedgguperior nesenteric and ren ¢

3 ance in the ]
naest heti sed dog. For this test dogs - v ¢h have been (
naest hetised with nenbutal. Blood pra sure by neans of a

] i i 7 = ncy i s nonitofed by
pans of an 55 el ectrocardi ogram A sur-naxrnal |sopr alrn dosage (0.5

at heter inserted in the fenoral ‘gg ery y

“Rrr]/ ) “s administered 3x i.v. and bl ggd pressure and R art frequency is.-
‘MRasured.” The test substance is adm nistefed by .injection nto t he fenoral

we'in 10 ni NUt WBersih &Y rind3eA SidIB afQpinghadedafd Wea@ge and the inhibition of

soprenal i n i ndR; ead Bparh gadriodependently hedroger: tiydrokyl arwnetipxycwitiathe groviso that R, and R, m:
oprenal 48 a'éﬂhbmhs‘wrlvlqus- at the sane dosage after a further 5, 15,

oézifzssqé ,@gz'%%ru-r@rm—wm@%o@@@ SRR,

ecrease in bl @é:: ,1,,,@5 a decrease in superior nesenteric and
enal vasgyl ar s ﬁi} , L S pHedll it ererayu Baidl PReri OF ByridyF beid§ opfsmfly Sibstituted
om e. g. 2. 5Shdlepen e gne:hokyoThe sai d benzo[g] quinolines.and salts are

cordi ngly i ndiRsand 8, fagetheécareas{iCHgpar—{tH:lyecom+{OH.+-0rlCHilp+S - €. g. for the
reat ment or pr Ma&l'%’%PYM»GH&W‘@N‘Q@&SEP"@B S‘GF“'H@H Qelpw methyt or methoxy, ar

ailure, as 65 h F%HV%( e '?!'?e% CHalemgr —(CHal—,
his use & iHd# m erc Q %fﬁ' §' - '”Iﬁ-""bsﬁ M54 Bl
jgrom about 1 to },M,ag Y bt &‘Rﬁ n2 to 4 tinmes a
g2y or in SUStalmGddRﬂ@%S@: yard&‘y okbéth éihd*l?l&o MGnéR{ﬂ&Wﬁgﬂuﬁ&he%@hshydrc
dm ni strati cormethogyt i se from about 0.25 to 250 ng of* active ingredient in

ree or plsar macdlis Galalkyl accept abl e sal t f oi-m together with a
ghar maceut i cal | ?dﬁ:‘cﬂdi IQ&":GW'UEQN%W?WF?‘:% +HHEQiN{RaIRg or —NHCOMN{R;)R,,

il
s o g “'";;% R S 8 PP R P cut | cal Ly

Bcceptabl g acarck raéu msol QbiE s.a!»b 3% Horedk i Bbd o i B8 3BEK S form.
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n acc"grdance with the foregoing the present invention also provides: 1. A
eqzo[glquinoline of formula | as herei nbefore defined, or a
hysi ol ogi cal | y- hydrol ysabl e and 10 EP OOR?GA ﬁ‘l e est er thereof, in

ree or phar rraceutlcll acce tabl e sa a éhp I Blease form.

ecretion in e vﬁf Py J-%.:f %}i’ f:g § ‘.50 mg of active

al actorrhoe m&’ l ac Q e‘iWitﬁra;Wa s’l:ﬁbtlcﬁ%ceptahle
r for use as,,, t@p&ﬁ é,qm,,bfa . dopam nergi c agent, in

Qarticulag 15  Aslndicatedf ar%wﬁeaacainisnaﬁ&ema mmnwﬁed\mmmmnmrcrmspmqrmmmmny
.3 as a dopsecépteble saefpingrin panicalarapitiarmacaguivally acceptakle eéid atidition] sait. form.cuch selt forms

reat ment or gxhibjithe samiesordsr of activity:as thd free forms. especr al | y congest I ve heart

ai lure, as wel In apcomdanceivwit ‘l"? Q?mﬂt“‘b "° c%, ??E 1 é 531?%% (é:a(ia g géYgrolyfable ane

ailure; 2 UseA&‘"@[EEWE?J |4 ree hi !

ove for' he‘l {mﬁﬁ? |on| |bltor. H%'@,ﬂ or trea

ndi tions ory g ﬁ)é) LQ&)‘WG&UXP"#%&Q"G& AkdrMetst %ei%&l&t ~semic
ol actin secretj oﬁda.sn%rtdra bma oemdnhé bd\labxatish inmibR@t as specified

gnder - 1. 1. abm/eAdabarhnha@tclaggnj\brdsu&umar ki nson, or the pr ophyl axi s or

r eat nent r5f 182tmndsdasontltertrmraemdeMoa)usrﬁetlnan@ndnder . 3.1 above in

ther condit |1@hsat mdmwneeramrmmalaﬂ Wz&% o ﬁ‘(‘ﬂ’" v ﬁgnse‘éﬁr Pa%P:‘ig,& 45 wel as for

har maceut i cat3 e"eatme p tQr gg{'
efined under, 25 i% ﬁ%ﬁ&&ti Cibble/ fRGRE Manieiure of a
ui

i luent oj, carr i %se Fo Ie rairgﬁm rderd) Bavbhe ah SaetiBlogydomEzing or

R G IT ULU NL lﬁted ith reIadt lﬁlﬁalﬂf:ulfroi Biﬂdﬁioh o8 Misardee las spetiied nd:r 1.1.1

rein the ri ngsbole,astdrebtirly Moibnﬁnakhsmedr the (prophglagis or freatmpntf @ corditigr. errdisorder as

‘fach i ndependent specifigdiomdpe n.3. 1rapdveouyotber qtmmhvmcyp berrested bya dopaminesgic paant; as well as
err] and erd] M pbarmaseutichlotdmpgsiti ?Z[‘I‘%“"Hg d’%@g p salt as defined under 1.

err] al kyf® [ er r bave, togetirgy with & gharm ot "V‘ tahlg, dijuent ¢r,cagriey °ﬁVH? ogen or

‘Berr]al kyl, r [ I [err] is hydrogen
err]al kyl, p e'ﬁ'l'/lf“é'r"é?frmg&? g‘é‘e&d%okﬁd&l o@ﬁy&?‘éﬁl%el ng optionally |
ubstituted hal Qu&BenzBRiduiroliRd of By Or [err] and [err] together are

‘Rerr] g0 [err] [err] 1s [err}alkyl or pyridyl, said pyridyl being-

ptional Iy substituted by hal ogen, nethyl or net ho . [err] [err] and [err]

e each independently hydrogen or [err]al kyl or t%et her are [err] or

rr] 55 or physi ol ogi cal | y-hydrol ysabl e and -ackcept abl e ester thereof,
free or.in salt form 2. A conpoungd ; ) aimlin the form of (1

racenmate. 3. A beozo[ g]quinoline of 3! psglljustrated in claiml,

erein [err] and [err] are both hydr y or one of [err]
d-ferr] is hydrogen and the ot he 9 60 - [err] is
rrjalkyl [err] is [err] R~pr [e r] [err] ogen or [err]alkyl

Terr] is @ridyl optionally substitwuted Rbay hal ogen met or nethoxy and . -
err] and [er] have the neanings given&4 n claiml, 65 r a

hysi ol ogi cal g Xﬁgﬂﬁéa@nﬁ 6418 raRuSR HalviheRets €7 thereof , in free or in
id addition s each independently hydrogen, hydroxy or methoxy, with the proviso that R, and R, may
45 not both be hydrogen;
R, is hydrogen or C,_,alkyl;
R, is —COOH, —CH,0R,, —CH,CN, —CON({R¢)R,, —CH,SR.. —NHSO,N(R.)R,. or —NHCON(R.)R,..
R, is hydrogen or C,_,alkyl,
R, is hydrogen or C,_,alkyl and
50 R; is hydrogen, C,_,alkyl, phenyl or pyridyl, said phenyl or pyndyl bemg optlonally substltuted by
halogen, methyl or methoxy or
R, and R, together are —{CHy)¢—, —{CH3)g— or —{CH,),—O—(CH,),—, .
R, is C,.alkyl or pyridyl, said pyridyl being optionally substituted by halogen, methyl or methoxy, and
R, and R,, are each independently hydrogen or C,_jalkyl or together are —(CH,),— or —{CH)s—,
ss or physiologically-hydrolysable and -acceptable ester thereof, in free or in sait form.
2. A compound according to claim 1 in the form of a racemate.
3. A benzolgjquinoline of formula | as illustrated in claim 1, wherein’
R, and R; are both hydroxy or both methoxy or one of R, and R, is hydrogen and the other i |s hydroxy
or methoxy, . ? .
60 R, is C,.,alkyl
R, is —CH,OH, CH,CN, —CON(R,)R,, —CH,SR., —NHSO,N(R.)R,, or —NHCON(R;)R4q,
Re is hydrogen or C,_jalky}
R, is pyridyl optionally substituted by halogen, methyl or methoxy and
: . R, Ry and R, have the mesanings given in claim 1,
6s or a physiologically-hydrolysable and -acceptable ester thereof in free or in acld addmon salt form.
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EP O 0‘77 754 BLl from about 1 to 500 rrg conveniently given in divided doses

2 to 4'times a day or in sustai ned,_ Suitable unit dosage
forms, e.g. for oral adnini stratloﬁ ﬂ%?i%?%m about 0.25 to 250 ng of

active ingreqj RRbmbBydd forling REAEINPS fithé foth of a36&RRALAD! € salt form toget her
with a phar ”%Cﬁ%hg% Mmﬁiﬁ&%gbﬁgﬁlﬁlds Hiu&tFtedh claith ) Wheréifierefor . 5 As

i ndi cat ed abauen,aaan@dmennshfeatmmmdiﬁnmnm[ gl qui nol i nes may be in free or

i n phar maceutr, a-CQOM,ceCHDND-CHSCN, t—-GQN(H;)Rﬂ Ru -cNH&QzW:chNHFQMRWw and
accept abl e adladizalid Ri ansiRig have !I’NDM?“'MV e .0
o “act 1 vi 19 mveRcay s arr dre %e oo aasrﬂﬁ"‘f'hse Sk on
Envent i on al $o lq@:nnoh d"'g I'Q hﬁr g,fl as

Ricr e nbeforendg ﬁzg 'h gg;s dro ysa e an

acceptrabl e q\,é @,;,pﬁo ?’eo? ree or phar maceut iclly acceptable salt form
pr use as: R, jsAanglmg,tm,p, secretlon inhibitor, in particular 1.1.1 for
e in the tm%a&emwl'ranmf gal act orr hoea, premenstrual di sorders, [err]
Jy/pogonadi smﬂwspthal actinoma or for use as a lactation inhi b| or

p r icglty ws m*d DE' . t°r8}°f e P
‘ Pblrjns ;?‘Pkldi wé“lnn- . %:Ee ?ﬂ" ? f[; - S{ Fr%fr’gt%g, 'Sl%tmpotlglgmno.
Jié mn oRlup Rbinp A@

]
Farticul ar "f XI s of coronary d| sease

pspecially c Gﬁ‘eiﬁ mse RR1-7-etHohyli 2,3,440)60b 1 08BoctahydrobRndol flquinGINE (Ratemate);
Fypertension Qf-Pre l-QB-rnie‘ihy'ltﬁi&&ietﬁyﬁ'l-hﬂﬂtbxy—i.&.s.%e 5010,10aperabedrgbentolyiquinadine
Ester &éf sithé¢enmee)hatii ned under 1. above for the manufacture of a 20

bredi cane nt Sl]rrt-%tbb\é-:iﬂmethwtblameﬂgl ?:bYﬁ!P’N- 34400, W%‘(ﬂﬂ&eﬁsh\ﬁ’éﬁrmdah“'m"m

peli ol og n or a SOCI at 'ol actin secretion, in particular
. condi t i o’ﬁ’ Hodé}r;%% 1.1 above, or treating Morbus
Par ki nggn, or hsa;y aBcaRdth bR giuinbliA@REGImate);

ispeci fied un fhoﬁm, 3141428)5,10, 0aBclah 6hzBlg]quinoline
Klopami nergmscmat as wel A pharmaceuti cal conposition conprising
a benzo[g]qu |msmmamammsummmmma&mmmece 341405, 19.10850ctahydro-h9bmhiqmnolme
t oget her vwiRacemstedhar naceutical |y accept abl e di l'uent or carr| er thﬁ“ mate)

tal For t 138-Mothithigmet 4epy5.

benzol o] SL(IPner frrgmeﬁamwﬁrm%mc?@m' e pB A e ARl o
Bl AR Dok Rl Apdlohel 43 036cs Ratdip bOSRASHARL D Mnalne

not both be oM empcartoriy -1 -meﬁ.owun.agaaa.eno.ﬂwrdcﬂawb befzolglduinatine (Bakdrhate);

[ err] arn-PrepylBainathidxycasbdmy HT-mgthoxy1,2 Bd14ad,510.y0ap-cctahydro-benzialpthuingdine or

B e syt okt By b
I i A QA

‘ferr]al yl(R
hal ogen, ? 'Ih JRER RRNoxy Brib-1-ne :‘h?da.iQlamLu,sﬁmoam:ahfui@Ba&d@wrwnmaa-
Mrogen %;&asmi&x{m&maa)toget her are [err] or [err]

physi ol ogi said doyrpoymtt tmingdmireeoracid addidoresaltédrhe ester thereof, in free or |n

salt fdfm 2114 mlméﬂomth group eemprising: i n t he for f a ra errate

At q“'”@' RS ot e ”ﬁ%ﬁé‘r@g@m o 2Hr si?w'fj"rg

hydr ogen a ace hﬂ LS eth oxy ¥EHnY e nydroxy-1,2.3,4,42a,5,10,10aB-octahydro-benzolglquinoline
: (Racemm’n
1 Methyl-33-carboxy—6—hydroxy—1 ,2,3.4,4a0,5,10,10ap-octahydro-benzolglquinoline (Racemate);
_ 6-Hydroxy-N-(2-methoxy-5-pyridyl)-1-methyl-1,2,3,4,4aqa,5, 10 ,10aB-octahydro-benzolglquinoline-38- . -
carboxamide (Racemate);
3B-Methoxycarbonyl-7-methoxy-1,2,3,4,480,5,10, 10aB-octahydro-benzo[g]qumolme {Racemate);
55 1-Methyl-3B-methoxycarbony!- 7-mathoxy-1 2,3,4,420,5,10 10aB-octahydro-banzo[g]qumohne
{Racemate);
1-Methyi-3B-methoxycarbonyl-7-hydroxy-1,2,3,4,4aa,5,10, 10aB-octahydro benzo[glqumolme
(Racemate);
1-Methyl-3B-carboxy-7-hydroxy-1,2,3,4,4aa,5,10,10aB-octahydro-benzo[glquinoline (Racemate);
60 1-n-Propyl-3p-diethyisulfamoylamino- 6-benzoyloxy-‘l 2,3,4,4a0,5,10, 10aB~octahydro-
benzolglquinoline {Racemate);
said compound being in free or in salt form.
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or rrethoxy, 60 [err] is [err]alkyl [err] is [err] or [err]
[er_r] i's hydrogen or [err]alkyl [e%r’]_ i s#*#yhaopti onal 'y substituted by
bal ogen, nethyl or rret hoxy and [er 50 ve the meanings given in
claiml1, 65 or | oI 0 r ol ept abl e ester
thereof, in zebro @%ﬁﬁ??%%“é%ﬁ‘%?ﬁ%a&?%mﬁ’%@ 0 077 754 Bl 4. A
corrpound accordi ng to cIa|m3 inthe formof a racemate. 5. A"

benzo[ gl quinoline of formula | as illustratedR¢n claim1, wherein [err]

and [erf] have the neanings given in claiml,|Jerr] is [err] or
[err], and 5 [err] have t he neanings given in claim

1, or physiol ogical | y-hydrol ysajpte g | e ester thereof, in free {I)
or in acid addition salt form rding to cIa|n15 in the
form of,pa racenmate. 7. A benzolX _ la | as illustrated in
claim 1l wherein one of [errk : S n and the other is

hydr oxy, 10 [err] is n®propyl}, [err] is [er [err] is ethyl and [err]
is ethyl, or a physiologically- hyck ol ysabl e and -aREept abl e ester thereof,
_|nfree or insalt form 15 '

1-n- Proﬁyl [err]-diet hylsulfarmyl ani no- 6- hydr oxy-1

, 2, 3, 4, [ er whergintfb fifjs'A a8 ava¥@honked s ghétethno- |ine (Racemate), in free

or in acid _adR]ishd Ryaré adch independeftly Hydeoyen,cydcbxy ot methaxy. ivrtbmetprmmgrtm& and R, may
conpri si ngnot both be hydrogeri;

][ SLI LOF?LQV'( righy ".‘.’Eﬁfgﬁﬁ" ok, Z:chnibE! Loy snlo—kﬁsélmﬂ‘iﬁ,. Y ANRicBRF. 2.9

Q- n- Propyl - @r’jl’% I°fﬁl' :QXJ 7 met hoxy-1,2, 3,4, [err], 5,10, [err]-octahy

dro-benzol g] Oé! , ﬁtﬂﬁj said phanyl or yndyl bein optionally substituted by

1- n- Pr ogyl hJI@dah mgﬁ f Jm h I- - droxy- , X g

O,[err]-oct al‘B‘dﬁOﬂb&i@iﬁBg&rﬁlHHOBJ)J-FIG—(CRQG-OMHC:H,),&MCBIQWDUnd being in free

or in aci d adriis C,qsalkglalr pyridyl, said nﬂrdvlﬂbmmgnmgebwm’bmmm hyt erumpethoxy, and

conpri sing: 2 and R,o[aze edchindepends on ©r ol ot tpgather 3&: ’fz]a—sofrglCHz).—.
[err] O?gcta F'Bo'fc’ﬂ'éﬂkv g%g ?9\6??%@% o, pgtes thereof, T fhoe ort sat form

1nPr yl ¥ 2,3,4,[err],5,10,[err]-octahyd

r 0- benzo[ g qual) n%ltl e ro Pa{ %po@rn%}%%%a}‘

1-n-Propyl -[err]-diethyl sul fanoyl am no- 6- et hoxy-1, 2, 3,4, [err],5, 10,[err]-o

ct ahydr o- benzo[ g] qui nol i ne (Racemate); 30
[ err]-Nat hylthionethyl -6-nmet hoxy-1 K
S b e (Racemate); 1 ‘.

' 28 [err] 51 . ‘ 1

'8 (1

,2,3,4,[err],5,10,[err]-octahydrg
[err] 5,10, [err] octahyd

-n-Propyl -[err] -met hyl t hi onet hyl
,[err]-octahydro-benzo[ g] qui nol i
-n- Prop%I-[err] et hyl t hi oret by
r o- benzo[ g] qui nol i ne (RacenatRy)’; 35
\3a- Met hoxycar bonyl - 7- net hoxy- 1, 2, 3R4 [err] 5,10, [er rq oct ahydro benzo[g] qur
ol i ne (Racemate); 1

-n-Propyl -[err] -rreth carbon | -7- rrethoxy 1,2,3,4,[err],5,10,[err]-octahydr

b 5 F 8 @ tran -fused,
i Er“é‘;‘y?] ”g{ '@%@ eg%"r%g PR s 1B o 248 e praypg ht s ap B o o
t ahyd ro- be (!)‘ﬁ g]] L JLECH,CN, —CONI(R,IR, or CH.SR, or esterified —COOH or esterified —CH,OH and

Rs, Re, Ry and R. have the meanings given for formula |,
subjectmg a compound of formula Ii, 6?

- 55

(11)

" wherein the rings A and B are trans-fused, X is benzyl or C,_,alkyl and R,’, R, and R,’ have the meanings
65 given for formula I', to cleavage, so as to split off the benzyloxy or C,_,alkoxy group,

. | | ORI AR



(Racerrat e) 40
1- n--Propyl -[err] -di et hyl sul fanoyl ani no- 7- hydr oxy- 1, 2 3,4,[err],5,10,[err]-o0
¢t ahydr o- benzo[ g] qui nol i ne (Racéﬂat‘bpnam
7- Hydr oxy- [ 1-1,2, 3,4, [err] 5, 10, [err]-octahyd
ro- benzo[ Na‘tgﬁ%%?mﬁ é%BPfF&% ofégnng'ie'm(lll?acerrat e); said conpound being in
free or acid addition salt form 45 11 Rfc conpound sel ected fromthe
group conpri sing:
[ errk- Met hoxycar bonyl - 6- net hox
qui nol i ne (Racemate);
1- Met hyl - [err] - met hoxycar bonyl
- benzo[ g] qui nol i ne (Racemnat ¢
1-Met hyl - [err] - met hoxycar bdqyl 6-fhydr oxy-1, 2
-berZol gl qui nol i ne 50 (Racerrat eR.
1- Met hyl -[ err] - car boxy- 6- hydroxy- 2, 2, 3,4, [err],5, 10, [ err] - oct ahydr o- benzo[g
] qui nol i ne (Racemate);
6- Hy dr Owiierbin ¢ riigk AQKY B areyankfsed, Al i5E]_ikyl 3ndR,3 RY.an8 R{'Ihate the n{eeus.h&sgwnaﬁwd
r o- benzfakmgbigdl nol i ne-[err] - c;;(tr bg);_am‘gde (Racerrgt e); . for bt

er r ] - Miktinting @&p d-of foremulad sfireda 4o jritroBuck® Gqesaikyl grovm: P
EJUI nLI i ne c”ég@rgg%gglmggacompound of form::bvr ¥ ¢ 'ky ! La]

-Met hyl -[err]-met hoxycar bonyl - 7- met hoxy- 1,2, 3, 4, [err], 5,10, [err] - oct ahydro
- beggo[ g] qui nol i ne (Racemate); 1-Methyl-[erfd -methoxycarbonyl-7-hydroxy-1
,2,3,4,[err],5,10,[err]-octahyg o[ g] qui nol i ne (Racenmate);
(- Methyl -[err]-carboxy-7-hydr@ 5 , 5,10, [err]-octahydro- benizp)[ g
] qui nol i ne (Racemate); 60 ' (
1-n-Propyl -[err]-diethylsul | oxy-1,2,3,4,[err],5,10,[err
]- ot ahydr o- benzo[ g] qui ngl : ;~gal«], conpound being in free or
insalt form 65 17 EP'D 077¥54 Bl 12. Proces®R,for the production of a
benzo[ g] qui nol i ne of formula | Rierr] 5 wherein tﬁe rings A and B are
trans-fused and wherein [err] and [err] are each independently hydrogen,
hy de®X ywkerein e vingy A aidi8 arb frangused, SO that [err] and R2 may not both be
hydr ogen; RQOis —NHSON¢RgIH,o 0SNHGAN(BYRy, Or [err]al kyl; [err] is -COOH, [err]
or [err] rﬂ']andﬁwﬂymthgmaomg ewel]bkiqrhpla[lmd] i s hydrogen or [err]alkyl
- and [err s‘"HgH'!{g%HW I"PSEVR'}'fOTfWI.or pyridyl, said phenyl or

yrr dyl ® i"?r@ pe f%’“é’l?dg'trtut ed by 25 halogen, nethyl or methoxy or
[ er 1 and [err] together are [err] or [eké] [err] is [err]al kyl or
pyridyl, said pyridyl being optronally subs tuted by hal ogen, nethyl or
met hoxy, and [err] and [err] ep ndently hydrogen or [err]alkyl
or together are [err] or [err 0 | I y- hydr.ol ysabl e and (111
- aceéept abl e ester thereof, in salt orm 30 which process )
\coanprises: a) for the produ ROU “)f formula [err] [err] 40

N : R,'

10, [err].- oct ahydro benzol g]

2@3\'4 [err],5, 10,[err]-octahyﬁro

31-;.,[err] 5,10, [err]- octahydro
Ry,

45 2

wherein the rings A and B are trans-fused and R,’, R,’ and R, are as defined aﬁove for formula 12, with an
am:\r;gsulfomc or ammocarboxyhc acid or reactive denvatlve thereof, e.g. with a compound of formula IVa
or

Ho—so,-mn.)n,, {iva) HO—CO—N(Ry)R;,  {IVb)

wherain Ry and R,., have the meanings gwen for formula |, or a reactive denvatlve thereof
d) for the production of compound of formula 14,
55

60

(1)

65

. o



2 45 ‘VQherein the rings A and B are trans-fused, [err] and [err] are each
I ndependent|y hydrogen or nethoxy, wth th§1provi so that [err] and [err]
may hot both be hydrogen; [er BPi q"?ﬂ?‘ or [err] or esterified -COCH

P

For mulvhemin e rings fpndch pra yacs awgga?r&%e%r?é%h&]ﬁ%ﬁa}f?ﬁ%@%@*s@%ﬂ Wbk
[err] _?’!ld\%réﬁse‘r'ﬁmf pdoln f°rf:§7ﬂﬂ' are trans-fused, X is benzyl or
[er.r]éﬁyﬁ';?ys'gﬂacfré'?r"] °_ and [érr] have the neanings 65 given for fornula

[esr], to cleavage, so as to split off the nzyl oxy or [err]al koxy group,
18 EP 0077754 Bl b) for the production of a conpound of fornula [err]

[err] wherein.the rings A and Nsed, [err] is [err]al kyl and
r\'§5 formula [err] al ky{¥}ing

[err] and [err] have the nep
a gpnpound of formula [err] ap i ntroduce a [err]alkyl

group at the 1-position; c) pdu 1y of a conpound of fornula 13,
[err] 20 30 wherein the rigpgs Ajand B are trans™Mused, [err] is [err] or
[err] [err] and [err] have the meani ngs given for formula | and [err] and
[err] have the meanings given fop formula [err] reacting a conpound of
fothrula 111 35 ' - , "{f?r 40 45
wher eiwhetdiiethei ritgs Adand BlarB tanefused Zds b estdrifigdrartoxy proupghftd fie fe) 2 é} gas
def i nasdficddabevd for fofmulaifi a 13, with an am nosul fonic or am nocarboxylic acid
or react eMer the praguctiopeof corppeudp of formula it h 5 conpound of formula IVa or | \Vb,
5024 err] wherein [err] and [err] have the nﬁani ngs given for formula I, or
a reactive derivative thereof, .d) for the pLIJduction-of conpound of formul a
-Nepr] 55 R [err] 60 EP 0 077,54 wherein the rings A and B are
trans-fused and wherein [err] 8 Nhe meani ngs gi ven for fﬁrSrqu a

E

[erzg] and [err] has the neani} fernula I,

30 ’ 2

wherein the rings A and B are trans-fused, ] _
R,” and R,g are each independently hydrogen, hydroxy or methoxy, with the proviso that at least one

of R,"* and R,’’ is hydroxy, and _ 1
35 R, and R, have the meanings given for formula |, )
subjecting a compound of formula Vi, :

vy

45

wherein the rings A and B are trans-fused, L, oo )
50 R,’’’ and R,’*" are each independently hydrogen, hydroxy or methoxy, with the proviso that at least one
of R,’"* and R,’’* is methoxy, and :
" R, and R, have the meanings given for formula |,
to ether cleavage; . .
f) reacting a benzolglquinoline of formuia | as hereinbefore defined wherein R, is a carboxy group ora
55 reactive derivative thereof with an amine of formula HN(R,), wherein R, and R, have the meanings given
for formula |, to produce the corresponding amidated benzolglquinolines of 'forn?u_ta }, or reacting a .
benzolglquinoline of formula | as hereinbefore defined wherein at least one of tl_’ne residues R,, R, and R, is
a hydroxy group (in the case of R, and R;} or hydroxymethyl group {in the case of R,), or a
benzolglquinoline of formula | as hereinbefore defined wherein R, is a carboxy group or a reactive
so derivative thereof, with an appropriate acid or reactive derivative thereof, or with an appropriate alcohol, to
produce the corresponding acylated or esterified benzo{glquinoline of formula I;
and, recovering the compound of formula | thus obtained in free or salt form. . )
13. A pharmaceutical composition comprising a compound as claimed in any one of claims 1to 11in
free or in pharmaceutically acceptable salt form, together with a pharmaceutically acceptable diluent or

65 carrier therefor. | , .
| N N O
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~

Flydrol ysing a conpound of forml a V, 5
[err] wherein the rings A and B are trans-fused, Z is an esterified carboxy

group, and [err] and [err] arBP29 Q&Vi 784 ﬂﬂove for fornula [err] e) for

h d f f | a
;ng Br grfngt I §ngo o O gﬂ@gxﬁue?frc]agrarr Ll C'ﬂ rF?]ale 85&’@&&@%?3&3 Eabpeg..%ltA'
hydr oxy %F“ gnéf {\4 NLI‘%"QWA claftd 1 7 118 854 AR PhiFinablitically2BshplsbieTshit

i's hydr Qé’r)h 1R ﬁr,”ﬁail idBpdmigergRNageft of 8¢ Bldoparhine receptor
subj ect istigciRtsgsgeat.nd .of fornula VI, 40 45 wherein the rings A and B are

t rans- f useth. Us@of a oohmom}d afretly poe oﬂcla;msn tatifor the opo n@elntdz Inyagicaent su tory
or met horxynnmmmtwmr mpgdwsv-napn a!tldmwman@nm?r ﬂ[sew e

re}a n segretion, or
‘et h treem Pamers hex qna ¢ W %!
Cl eagay g w iy efﬁwmf?srpen?ﬂ%a bl %@Pﬂggaﬂ'sarsa%bne o
defi ned Qéf clfln8YRo P foftha tanfafold oF3 rdidalivahi siftabla for
h@'ireﬁlmdﬂ r@ﬁw

thereof g j 5 st ﬁ&s?érﬂe Chypbrppdisttin@énit higotRnbdign or

neani NgprdlacriRéma oF fof ogerggaaa dratiohGnhisiluce the correspondi ng ani dated-
benzol gl quinolines of fornmula I, or reacting a benzo[g]quinoline of fornula

I a§5hemimb&&$mmcﬁfmeﬁ'éi n at | east one of the residues [err] and
[err] is a I 0X n th ' [err]) or hydroxynet hyl
group (in f[Pé‘fﬁ%%" H“i" °f8 ‘i'BT'BT’d’u 'e of formila | as

her ei nbef ore defi ned mhereln [err] s a carboxy group or a reactive 60
derixative thereof, with an appropriate acid &g reactive derivative

t hereof, or with an appropriate alcohol, to produce the correspondi ng
gcylated or esterified benzo[g]quirolingoof fogrnula |I; and, recovering the
conpound of formula | 'thus obt aj ) - 0r It form 13. A
phagnaceutical.conposition conp poBnd| as claimed in any one §1)
claifis 1 to 11 in free or in phaQre y a ptable salt form .
together with a pharnmaceuti @dlly 3 cept.ole O nt or 65 carrier therefor.
20 EP 0077754 Bl 14. A cdnpound as cl ai ned |ﬁ\@ny one of clainms 1 to 11
in free or in pharmaceutically ac tabl e salt for#ufor use as a
phamsaaceutical . 15. A conpound as claimed in any one of claims 1 to 11 in
free or in pharmaceutically acceptable salt formfor use as a prolactin

secreti erejnth Aand.B s S
SET e eyl ggg'&; e S R T A

the .,ganu#’aﬁs,ywd,g on ,rged;,, nt suitable for treating conditions or .

di sor ders hay LTOOM)-ZIH,08) QK60 PEOMRDE,, LLCHSRHC INURLIRI), o? LONHEON(R,)R,
secretion, Rgis hydreguini on @, Milkppus Par ki nson, or ot her con ltlons to be treated
with a dop@nshtdr jen caxGendlkyl #7d Use of a conpound of any one of clainms 1 to
11 for theﬂwarlm#raeqm Fe-ae!kvl-apmmlowm soid nmvleorfnyrlducbemgmowvaubs*@rten:w n

.secr‘ét i §plo %f‘"ﬂ"‘g’b‘?”“% o)rrpoun pe. of ‘claims 1 to 11
e EFEXaEy
gl al act or rﬁfqe.a,n, ﬁ,ﬁéﬁﬁ of éfétmeH

prol act bﬁﬁﬁ%ldﬁg: W Wyﬁﬁleaadda-ﬁﬁoﬁﬁﬂaﬂﬂ m free or in salt form, which process

45 comprises:
a) for the production of a compound of formula I°,

]

50
(1)

55

60 wherem the rings A and B are trans-fused

R,’ and R,’ are each independently hydrogen or methoxy. with the provnso that R, and R;' may not
both be hydrogen.

R¢' is ~CH,0Rs, —CH,CN, —CON(R.)R, or CH,SR; or esterified —COOH or estenfled —CH,OH and
" Rs, Rq. R, and Rg have the mearniings given for formula |,

65 subjectln.g a compound of formula.il, . 5 : | '- | ' ? ) ”!I|“‘! “ml “I'!‘ ““sl “ l!|| :



15 C"ainms for the Contracting State: AT 1. Process for the production of
a benzotg]quinoline of formula 1. 20 [err] 25 30 wherein the rings A and B
are trans-fused and wherein [erE? ﬁrﬂ_}{ Egﬂ Bl e cach | ndependent |y

hydr ogen, hydroxy or nethoxy, with the prpgviso that-[err] and [err] may not
bot h be hydrogen; 35 ° [err] is hyj?ogen or [err]alkyl; [err] is
-COCH, [err] - or [err]

hydrogen or [err]al kyl and
pyrfdyl, said phenyl or pyr
hal ogen, nethyl or methox
[err] is [err]al kyl or i 7 sand LM’ being optionally substituted
by hal ogen, nethyl or nelhoxy] and ferr] and err] are each independently
hydjpogen or [err]al kyl or togrRither are [err] [err], or

physi ol ogi cal | y- hydr ol ysabl e d -acceptable ester thereof, in free or in
salt form which process 45 conprises: a) for the production of a conpound
of for myp@iq the riggs A and B are trans-fused, X is benzyl or C,_,alky} a&nvd B,'. 8¢ and Ri{hes the meaninghgs
A and Bvap @ftfqrawwf-a:se'eevag@rw;s m:p"%eff ﬂ]e,bam'q;uenci-mﬂ@em | y hydrogen or
met Hoxy, WifPrthe Reedpstioniof 8 compeundat fgmwlad™ [ err] nay not both be hydrogen:

i s hydqrogen or [err]alkyl, [err] is
dedigen, [err]al kyl, phenyl or

@ ei‘lg opt,i opal | y substituted by 40
el ] and er,} together are [err] or ﬂéﬂr]

[err] is [err] or [err] or esterified -COOH or esterified [err] and
[err] and [err] have the neanings giv&'for formula 1, 65 subjecting a
conpound of formula Il, 21 * EP 0 077 754°B1 [err] 10 wherein the rings A

andoB are transfused, Xis b r kyl and [err] and [err] have
t he neani ngs given for fornu D Ela%vage, so as to split off ghﬁ :
kepzyl oxy or [err]al koxy gro b) Bf od t he production of a comg und
of fornula [err] 20 25 2 gs_Ahnd B are trans-fused, [err]
is Jserr]lalkyl and [err] Ryand [lerr] have theﬁha@nings given for 30 formula
[err] alkylating a corrpoqu of fermula [err] as #efined above to introduce
a [err]al kyl group at the 1-posktion; c) for the production of a conpound
of formula [err] [err] 45 wherein the rings A and B are trans-fused, [err]
is dloe r I;V'Pefsiﬂ t{ne-rinqs A and(B| are transcfuedy Ry isiCaselkyl laad RdAa'| and &' davethe mesnings givendon
AN et » dofwgoln oGt 15 3ohriad Soe'S efodhos 6 TG drSbs dthe 1-position

c} for the production of a compound of formula 1, .

35 .
3 |
(1)
40 '
<5  wherein the rings A and B are trans-fused, _
R," is —NHSO,N(R,)R;o or —NHCON(R,)R,,,
Rs, Ry 3nd R, have the meanings given for formulal and
R," and R,’ have the meanings given for formula 1",
reacting. a compound of formula lil,
-
55 _
(1 .
_“
whersin the f,ings A and B are trans-fused al"lt_l Ry, Ry’ and R, are as defined above for formula 12, with an
amingsulfomc or aminocarboxylic acid or reactive derivative thereof, e.g. with a compound of formula IVa.
65 orivb, ’ . ' —
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feacting a conpound of forrmula Ill, 50 [err] wherein the rings A and B are

trans-fused and [err] and [e”ﬁﬁa@ﬁfﬁ-ﬁd above for fornmula [err]
wi t'h*an am nosul foni c or am nocarboxylic acid.or reactive derivative

thereof, e.g. WMO-hSO~MIRPRHYNd (ve) fornmul a | Va GSdpmd_A&b_ﬁ@(,)Rw (IVb)

[err] EP O 077 754 Bl [err] wherein [err] and [err] have the neanings

gi ven f ayheraiy Raand Ryo haye the mezninds\pived dori fomtula b ot & exactive dedative thetdod

proguct i onddPr the gripnAf compenndpf frmuja 45 wherein the rings A and B are
trans-fused and wherein [err] and [err] have the meanings given for formula
[err] and [err] has the nmeaning given for f8mnmula I, 20 hydrolysing a
conpound of formula V, [err] wherein the rifgs A and B are trans-fused. Z

I's (;m'est'eifi ed carboxy group, ~dMd Nnd [err] are as defined abovi
for"formula [err] 35 e) )
[err] 40 45 wherein the rings '

3 ]

ucéio of conpound of fornula/(g
are trans-fused, 50 [ erf] QUA” e €dch i ndependent |y hydrogen,
hydroxy or .met hoxy, with tRyé prdviso that at Iéoa\:é one of [err] and [err]
is ydroxy, and [err] and [err] shave the neani ng Qgﬂven for formula I, .
subj ecting a conpound of- fornul §2VI, 55.60
[err] 6?{53 Eﬁr' gﬁgé?égisl.Mereiéggwhe ri ngs A aqrilﬂdy FB are 'gran_s-f;l;;(fad, -
[err] a pr t}ﬂ erpinofhoend .’ haye thewgeaningagivkm oy formuta
thezaorom; ) °'§g"g'@§9§ﬁ"m§°éﬁférr] and [err] is nethoxy, and [err] and
[err] have e hER Hﬁ °g|°ve'f'|af or fornula 1, 5 to ether cleavage; f)
reacting a benzo[g]quinoline of fornmula | ag_hereinbefore defined wherein
. jis a carboxy group or a reactive derivatil?e thereof with an am ne of
fornmula [err] wherein [err] ang . he meani ngs given for fornmula
|, %% produce the correspondi 704 g] qui nol i nes of formula I,
~or reacting a benzo[g]quinoli "B a hereinbefore defined (v)
wherein at | east one of the L R4 is 10 a hydroxy group
(in the case of [err] and tM group (in the case of
[erso]), or a benzo[g]quinolline of fornmula |I as hefei nbef ore defined wherein
[err] is a carboxy group or ar tive derivative thereof, wth an
approprihate acid or reactive derivative thereof, or with an appropriate
al coholwherein thegings A &ridcB emrtransfused,i 21iy snCasteriliod] cabo , BhEA,’, Ry’ and
benzol i qfor formpledtul a 1; and, recovering tk?g%g?r'r’pc)und' of for ?}hf—'é ?
t huS obt aPifegthe pradugtionpf compeundsf fermula 15, _ '

40

(1%

45

wherein the rings A and B are trans-fused,

50 R,” and R,’" are each independently hydroge. . o wi owiso
of By and ReC is hveren ot ge tly hydrogen, hydrox.y or methoxy, with the proviso that at least one
.R, and R, have the meanings given for formula |,
subjecting a compound of formula Vi,

55

& (v1)
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'15 2 Process accordi ng to claim1 for the production of a

- benzo[ g] qui noline of formula I m claim1 wherein one of
ferr] and [err] is hydrogen and tﬁg1 oqlﬁ gh?ﬁroxy, [err] is n-propyl,
[err] is {Aéreih tROrings A add"8 bde thahs-Risby,! and [err] is ethyl, or a

physi ol ogi caﬂ,r'yafhm?r'awaalbheemdemlabmpgabbwmqbemembw, @ih ;herprcvisbmt evledstione

salt for nof B3 #ddRatitis methwav.dindg to claim 1 for the producti on of
1- n- Pr py| - Ta-2n & h esﬂ!ﬂ mvmwsawqwdo'e'oma bxy-
1,2, 3 4!9 "‘°IG'° }}enz?; ga]s“ur ngg Racemat.e, h process
neo ormula | erein eored wherein .lsacar 0 groupora
conpri ses § \£ﬁ an amme ffor la HN(F(ge Ii)and ?Iamhi mea ve
pr opy! - [ efof o bt %éltf.f ot Sgrkad £ ot
ydr o- enzsérﬂ&@ldumeimerm&ﬂum beﬁera Wﬁ@@ﬁn e whéreili 81 feastonb 6f thé RRidDésR] m‘,ahen. is
of a piear arhyeroky QréupC GATIRE i dasef \Bi and R ngor hydleskyniethyh grodip Clonheu tgbe 08f R,), or a
f or mul a | bengeiglqpinoline ofoforriwlé il e cherainbefaae definediwhekgin @, ds aicarbplngrospenrtd cattive
accept abl derivative the@cqhwm an|approptiate Pmr&emmm deus'avtr\fp@remf ofiwith gmapprapuiate alcehig, to

A proces%’°$‘t°€d'i'§£‘% panging ¢ frt%of "‘°e WA nol ine s
1-n- Pr,gpy ess 39 t%m I%i[ olgi,q ’8‘ nrnLlaﬁ ’a} Ilustrﬂt d in
0,[err]- og;,@, Qe, ar mRceut 7
accept abl e $qlahd pgrn,,d e,{.mtgjoﬂ.epigmp@ug\p of forrrul al, [err] as
defined in ®;a& a¥prbpylj N ?ree or in pharmaceutically accept able salt form

for the nmandict+-NHE8OMNIRIR,aedi canent suitable for treating conditions or
di sord®rs 35‘-'%‘%‘%" an aeti ol ogy corrprl Si ng or associ ated wi'th prolactin

retion son nd tlons o be treated
fesnea oonag '?';%rﬁ b '*ra:eer e KoY
benzo{g]qm@@ S"Poio% %aa EG‘QOQ o cofimal W ks Sekih Ach-
in cl as mglogy-3& dlefyistifféin tﬁ:x?- za.m 540 SepLoctalydra Bbriko g%’undb‘ﬁ eaa eiher
prol acti rcleaeagect i on i nhi b| tor. . a conpound specified in

claim4 or B AQWCQSHG»rMN6¢|MIQndamhamaMlcdmpbsnmwmdbloembtisesm;:ang acdnyound
t r eat rrent°f(fﬁ' 1 el it Py 'ﬁd’e‘& definesip sisim dcin frae gvnméar@awpéwmmélem&mmh 3

hypoggpadihé “‘EP'O?’HH “br for. us act at | on i,nhi bi tor
|-3a-
Pat ent ans &t %gﬁts Bﬂ?& z ngoé%qmgonm#aQQML\ .Sﬁfr e or
Benzo( 9j cla It’fo
~~~~~~~ et a compound of formula l ", 2, 13, 1%, 1® as defined in claim 1, in free or in pl"naﬂ'nactmtlcaqw|
acceptable salt form, forlthe GanufatiOfel of adhédlanfdgestﬂtauﬁ dorBrd‘af' R CondRioAE B5disoriiers
Si nd #nd hawing an Betiolagy cétfiprisingsirlassoaiatald lwith prajactio mmndutidmabusramson. or other
Hydr oxy cQaditignsito b yreatedwith @ dopsminesgiciagmls sgabe,  dass Rl und R2 be| de n| cht

fOr. W ‘I”P’ 9 1 ep! “’hRS'" 9 i"" ip aydefined jn dlaim 5, -
--mzo%gers%% ﬁg%ﬁ tﬁ*‘!& feots “Nﬁ@ékl(ﬁ'%‘?&‘@“s
9

'a p
i st {4148 in diatm 2/0r § Ydr theThanufébture of
2T e et e et "?’ri'é’@ro&';fi."" A suable for e
\ . prolactinoma or for use as a lactation inhibitor.
v.

45 Patent_ansprﬁehe fiir die Vertragsstaaten: BE CH DE FR GB IT LI LU NL SE

1. Benzo[glchinolin der Formel |,

50

(1)

55

-

- g0  worin die Ringe A und B trans-kondensaart sind und worin

R, und R, jeweils unabhingig voneinander Wasserstoff, Hydroxy oder Metho bedeuten, mit de
Massgabe, dass R, und R; beide nicht fir.Wasserstoff stehen konnen, a ' f
R, Wasserstoff oder C,.,Alkyl ist; -

. R4—COOH, -~CH,0R;, —CH,CN, —CON(R,)R,, —CH,SR..—NHSO,N(R,)R,, oder—NHCON(R.)R,o ist,

&5 Rs Wasserstoff oder C,-,Alkyl ist,
. * c L M S *




, Wasserstoff, C _-Alkyl, Phenyl oder Pyridyl, wobei das Phenyl oder

Pyri dyl gegebenonfalls durch Halo w Met hoxy substituiert ist, -
gdor R und R, zusamen (CHJ24-€€pCﬂ 39(?(?0%’{(0_'2)2 O (CH2)2- sind, 5

B C .4A kyl g Hgvlﬁéselﬁggﬁgag,c‘ WRipiistdass Pyri dyl gegebenenfal I's durch Hal ogen.

’,“ hyl oder Wagseystof) (T3 1 alkyl, Plidnyl Gder Pyaidyl, Wobeindds Rhédy) eder iPyddyl gedibemsnfalis durch
jponei nanddtaidghas.Ieetbyl akibr MetboxyGubithikn ist.adler zusanmen - ( CHZ) 4- oder (CH2)C

, Rnu HCHghrre HGHhbr—ceder md
e %?2? JoFs o s@,,“.‘:..?d%?%hmrdww %MWM, %é%%ep o o
5 ist. f |
_ '4 e in Ansppd &;ﬁ% d@aﬁ%c‘wm’ tv°%"q;"d§ ).‘(Eg& :gikﬂlc_uiydla{] 6\%§r§\gf e{—n@hzh

i de Vet gy, .9 ﬁi&ﬁ'ﬁ{ %M&& hyi6idgibeh r%e&am%@mas d
g1 oxyo odeSafﬁfemo?ygsf nd, tb ggp 5 3\1 ky'?%'[%g't%e R4 CHzo'H - CH2CN, orm ocer

9 (Re) R7, 2mrpmdmmwsmm®hadmdunm¢f&ro RO ist, R6 Wasserstoff
er C, - 3Al k JElD §anOF§Jc jo erformellliwie iAnshrueh i vepenschaulichty Wodtier Nt hox
pst it UI er t oxy aeer hgide Methgyyjoqer ¢ SY'Hb‘A?lgpP'ER:Fﬁ \passerscott und ra
ege rM?ﬁ'éﬁi‘é!ﬁ'" 20 oder ei n physi ol ogi sch annehnbares und
: &RV QN Q.
j“a-%“'f:fz‘ O GO Sk D-NHCONTATR o e

hzemat f orm gedibéhe‘ﬁ&'ﬂi alugh siblogén, mrrd,eaad?mmixy bumendms Pyvidyt isg bnd
B anschaul i 8atR, und R{yndidin, Ansigrucin tl amgigebenen Beduutumgerchabénangegobenen

bdeut #hg memmelwslomnsch annefapbgexynd ph@mﬂscmg@vsne:t@@q@pgpﬂuewon, in freier Fo...» nder
PSR . - NS %ldmf NHCON R)RO n R und Riodiein

;- -pruch 1g 'é?’ﬁ‘ i.sch
shehmbar es “ yi'&é% y:totod nﬁ?’&“ VB in freier
br m oger i ngYig MU&&'F—“NWWW.WR.ﬁund |
\ Razemat f ORmR,aﬂ R, und FV,, duElunA ﬂ?cﬁ 1gin§ dan ﬁitu h, | wiein

hspruch bdecsimpinsivivgl sk:niirtnehmbamnumi umyﬁdbm%d}dysﬁrbamﬁsﬁﬂrsMemmfs&ucrbermuodbr
ps ander enﬂ%m lonsstzform n- Ero v ist, R4 NHSOZN(R YRLO ist, R Ethyl

5t, und 35 O Eine mass Bﬂ%‘l’c nnehnbhar es upd

ysi of’ogi sclﬁ ﬂy§g Eé sF grFoFrapld wig | ﬁ! ggf}"h 19?'1‘?@%‘3 Cht WREIN, 8B e ﬁv'“m'e

bl zform 8. sersto und das an ere

- n- Propyl - 3@-3.1 ',ﬁl R, qgfoyl am no- 6- hydroxy-1, 2, 3, 4, 4aa, 5, 10, 10ap

t ahydr o- beﬂza{hgi.gt u,mal i'n (Razemat), in freier oder I n

aur ea®hdi. t | oORgEb isgr m 40 9. Ei ne Verbindung ausgew hlt aus der

b uppe entadet eimphysiologisch annehmbares und physiologisch hydrolysierbares Ester hiervon, in freier Form oder

i -
3 MBt hyI tﬁﬁgﬁfet-n- Jopzl-srg%quﬁ%Ifamoylg’m#'o-dé?h%d?ox%g,]?%%aag,%t1 13 dato%ta egr%cﬂegzo?gqchmolm .

.n Prg,pyl 2t '6 h&% aﬁ:ﬁ?ﬂm&&aﬁéﬂf 5,10 10ap'oct ahydr o- benz
{ gl chinoli n3 %

-1,2 3 4,420a,5,10 10aB-octah ro-benzo[g]chmohn (Razemat); '
- N Propyl - 3p 1Werl-bb—hﬁmﬂchet?w Ahethsxy-3,2.34 BlociaRydi6-bevap(Bichinefimz ol g
: ch| nol i n (RszemgfRamanat ) ; wobei di ese Ver bi ndung in freier oder in-

Ur ea;:ldl t h 9 Qﬁpmﬂﬁ&meﬁmthlomhvﬂ hesdroverr 1:2.3:41 danch. 0. 19aR-oftlivdraabenzelglchigplim pe
gnt hal zemat);

h- Mot hox %ﬁeb?éﬂmv:ﬁ;n ung(ﬁ(‘ eigr ??&';433‘%“8%2 .nﬂmﬁ%"bct ahydr o- benzo[ gl chi no

E.n (Razenat ba,Me,

§n- Propyl - 3a-nmb (Razen%gfﬁé WAL vy ‘h’.m@m'%w R Bebt g ben

P! gl csv ndRazeman;
- Propyl - 3a1 dl-RIbMBe—dieﬂmlderMWmne-&mﬁmﬁiﬂﬁ%%ﬂAmﬂ-&;ﬂﬂdm@pthlﬁhgmr
d -penzo[ gi(Bevemett n

> ~ 3B-Methylthiomethyl-6-methoxy-1,2,3,4.4aq,5,10, ‘IOQB-octahyd-o-benzo[g]chmolm {Razemat);

-n-Propyl-3B-methylth|omethyl‘6-methoxy-1 .2,3,4,420,5,10,10ap-octahydro-benzolg]chinolin
55 (Razemat);

R -n-P{opyI-3B-methyIthnomethvl—6-hydroxv-1 2,3,4,420,5,10, 10aB-octahydro-benzo[g]chmolm
azemat); )
3a-Methoxycarbonyl-7-methoxy-1,2,3,4,4aa,5,10, 10aB-octahydro-benzo!g]chmolm {Razemat);

- 1 -n-Propyl—sa-methoxycarbonyl-7-methoxy-1 .2,3,4,430,5,10, 10aB-octahydro-benzo[g]chmolm
3 60 {Razemat);

( -n-Propyl-au-d'ethylsulfamoylammo-7-methoxy-1 2,3,4,430,5, 10,10aﬁ-octahydro-benzo[g]chmolm
Razemat);

-n-Prova—3n drethylsuIfamoylammo-7-hydroxy-1 23,4, 4au,5 10, 10a&omahydro-benzo[g]chmolm

s (I |||jl [kl l!ll';
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1 Razemat); 3

- Met hylt hi omet hyl 46- not hoxy-1, 2 zq?f aahyd: o- benzol gj chi nolin
(Razenat); 1-n-Propyl-3p-net hyIt%‘gngt -?mwﬁoxy 1,2,3,4,4a0,5,1

, | Cap- oct ahyfyBroRRRZ & et 9%%1&!)5513&%.2?5@59&5 1b, 10aB-oc.ahydro-benzo[g]chmohn
- n- Propyl(R&pmawyt hyl t hi onet hyl - 6hydr oxy- 1
, 2, 3, 4, AaneobBi difse Maehinxdiing liny tileier- dnenmcﬂégl'eaudmmissalzférﬂaise mat ) ;

30- Mbt hoxycé? FinpMerbindung Busgewdhipaw der Gaupps eatdaltahdp- oct ahydr o- benzoi gl chi nol
ini ( Fiaz ema -Methoxycarbonyl-s-methoxyd 2,3,4,420,5,10, 10aB-octahydro-benzo[g]chmolm (Razemat);

1- n- Pr opyh, S%A R mtherysarory-P-mesheryxl,2-3.4.420.5.10,1028- Sc‘i't)'di‘bﬁﬁﬂ‘zﬂ&’("ﬁ'ﬂym o- benz

ol gj chi no | R. y g §

- n- Pr opy l{ra2@m@i).€t ﬁﬁﬁ%ﬁ{é&%{?y e{r?f hygro r1n§ #04)? g3 1020@? cif,taiz%r,osb,erltzo[g]chmolm

0, 10ag8- oct amwsmwﬁlﬁb*diw1Jﬂl‘(ﬁaﬁﬂUﬁbéﬂ-ociahydrc.»benzo{g]chlnolm (Razemat);

- n- Pr opyl.- 3G-Hddreww(zmbﬂwamybwmvnoqﬂemwdm«iaz 18,10apleutaHydrbhehidfgictondliaidgdr o

- benzoi glcelﬂi'gmf(ﬁakmbr{%'f ghund1|£35( 25 A ~~~~~~~ '; ;~~~~~~[~];;~~I ~~~~~ cLé EP -
0 077754 81 ¥ A a e '2°S”4°‘#E'a 10. 1
&’(ﬁ’rwﬁﬂz{?‘ 0,19pR:-0ctanydrahenzelalghineling  oj o

Cap- 0g; a @% hemcﬁ Y-7reeth
oder in 85 us der
G uppe e rmaa,lng@n dﬁ%&@&%ﬁ\}%@gﬁw‘;rﬁ x%irz Igc? ndg 19{‘{:&%9‘1'%%%‘{%&“'%"?*

2.3, 44aa. 51 Mlxﬁbﬁac-mﬁahydfyﬂmh?—ﬂkﬂlﬂaﬁbhbdeﬂ%cémfﬂéh)olg]chmolm (fazemat);

1- Met hyl - 381mmmemwwfan&ymﬁmye&oﬂw&-mmaﬁ.moaﬁlaqaamaaw[g}cbaam
IgI chthollfazemadizemat ) ; 1- Met hyl - 33- et ho car bonyl - 6- hydr oxy- 1

2,3, 4, 4%% 53 %{@m@es fd’"ﬂbﬁﬂ@fgo folistn g;azemat) 10
- bet hyl - on B o 9ines Ben. ﬂ'ﬁ?’"@'"!@ei meldct ahydro ‘benzol gl chino
T (Razerrat) 6- Hydr oxy- N-(2 nmet hoxy- 5-pyridyg)-1 -nethyl -
, 2, 3,4 4aa, 5, 10, 1 0ao- oct ahydr o- benzo[ gj chi nol y-36- car boxamd (Razenat);
30- Met hoxycar bonyl - 7- net hoxy- 1, 2, 3. 4, 4ao0, 5, 10, Oap oct-ahydr o- benzol gj chi nol
in tRazemat); 1
- Met hyl - 3r - met hoxycar bonyl - 7- net fhgxy : ﬁylo 10ap- oct ahydr o- benzﬂ)g
lchinglin 75 (Razemat); 1-Met hyl ﬁ arpony! . 7. hydroxy 1
,2,3,% saa, 5. 1. 10ap- oct ahydr o- beNkQl g D@ Rz emat )
1- l\/bt hyl - 30- car boxy- 7. hydroxRr: 1, 2, 3 4, 4aca5 10 10&9‘ oct ahydro bonzol gj chino®
lin (Ihazemat); - 1
1- n- Propyl - 30- di et hyl sul f amoyl ami nchS benzoyl oxy- 1. 543 4. 4aa, 5, 10, 10ap- octa
hydr o3benzol gj chinolin 20 (Razemat); wobei diese Verbindung in freier Form
oder i n 'wefirydie Ringe ¢ und!B trans-kondensie@ sindanflavorien zur Her stel | ung ei nes
Benzol gl I&h,mdqnpr{g jqzeqils upsbhéngig vopeinander Wasserstoff, Hydroxy oder Methoxy bedeuten, mit der
3 B) ~~~~ass ﬂNas - gg%%, ;é?'evg%m far Wasserstoff stehen konnen; CH
R2 4 un K de
und wori n I%:_wﬁgo lk@ gtb_rbAngl (76%21 ﬁhdhdﬁehrgﬂﬁli@grgt g? nﬁéf@&@’?é”'s
\pder Met howvm%ﬂbﬂaderm,t,;\ﬁw.s gabe dass Rl und R2 beide nicht fur
V\asser st of fR, Waskersto#f,a00@dkyl, Phenyl oder Pyridyl, wobei das Phenyl oder Pyridy! gegebenenfalls durch
Halogen, Methyl oder Methoxy substituiert ist, oder

- 45 Re und R, 2usammen —{CH,),—. (CH,);— oder —{CH,),~0—{CH,),~ sind,

Rs Cy-.Alkyl oder Pyridyl, wobei das Pyrldyl gegebenenfalls durch Halogen, Methyl oder Methoxy
substituiert ist, und

R, und R,y jeweils unabhangig voneinander Wasserstoff oder C,-,Alkyl oder zusammen -—(CH,).-—
oder (CH,),-- sind,

50 oder ein physiologisch hydrolysierbaren und physlologlsch annehmbares Esters hiervon, in freier Form ’
oder in Salzform,

wobei das Verfahren umfasst:
a) zur Herstellung einer Verbindung der Formel I',

55

(1)

60
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R3 Wasserstoff oder CL.4A kyl ist: 40 R4 - COOH. - CH2OR5, - CH2CN,
-CON(Rs) R, - CH2SRO, - NHSO02N( R )RlO oder’ - NHCON(R, ) RO i st, R5 Wasserstoff.
oder C, ,-Alkyl ist, Rc Wasserst BR Q8J7 T54-Bkyl ist, und R7 Wasserstoff.

Clj - Al kyJN ”E 'R, Ld c%l_, Rel ddas Phenyl oder Pyr| dyl
gogebenerT & naflrﬂ"w 7 \Qg Ln?m Ol MRS oMo, i R8pabe,
45, Rdass e, ;Rdrzyﬁammaaew off sein k af - oder --(CH2)g-O 4CH2)2-- sind,
R C . 4At kyR's o€EH,0Ry 1--CYCN, WECON(RIR,S oddy r-|-dl5usng @dgeberanertal +-CO0Hr ader H&hsgaas_

Met hy¥ ochéHQRistund subst | tU| ert ist; und R und RO jeweils unabhAngig

vonei nanderRS\8 é’lﬁ’PQ@ Bﬂ'e 'Jmeawenwswezu@smen( CH2) c- oder (CH,).

si nd, 50“’5881“93' 'Lﬂ"f?%f’?f lh hydr ol ysi erbaren und physi ol ogi sch :
annehmbat es Esters hi ervon, in freier Formodor in Salzform wobei das

Verfabren unfasst: a) zur Herstellung einer Verbindung der Fornmel |I'. 55 N
5 2 (1) ¢ R 26'

1111 1111211211211121211212 EP 0077754 BI vvorirln die Ringe A und 8
rans-kondensiert sind, R 1 und R_g_]jewe] I s unahhAngi g vonei nander

L) sserstoff odor Met hoxy cedeut g Hssgabe, dass R, und R 2 1
fi cht’ ’bei de Wasserstoff sein k6 - CH2CN, CO\I( RG R7 ode‘lI
- CH2SR, odor verestertes -COOH_¢ -C4201H i st und R5, .Rs,
R und Re die fO Fornel | ag haben, w rd sine

Ver bi ndung der Fornel 11, 10 ,
4 2022 worin die R nge A und B trakg kondensi ert sBmd, X fO Benzyl oder d
4AI kyl steht und R,, R2 und R4 die fO 25 Fornrl 11 angegebenen
§e.d_eutungen haben, ei ner Spal tung untervvorfen so dass di e Benzytoxy- oder

G - 4A ko mgg %2\9@&9: B%’la;ns-kon%nsle’nsl d, % b Benzylo td%l' 2%f§t t(r[fp Er% duq:ge der

R2|

Formgl 1 gegeb enhaben, '~ .

B trans- kinadspRrusy &m&weg %udé mlo Bdél-"éj for

Fornel 1' ah)gegﬂbe:ami:gliadﬂvirumgeﬁy dfet ﬁn*fl PR ’é\lfdngé&pﬁleﬁr% g 'ﬁaﬁeﬁg}l@ér

Formol |I' wie oben definiert alkyliert. um si ne C, _4Al kyl gruppe in Stellung

1 ei r;guf(hren; c) zur Herstellung ei ner Verbindung der Fornel 13, 55 R-~~t

R n —~—— . . . .
35 2

(17°)

40

\ /

(N worin die Ringe A und B trans-kondensiert sind, R’, C,-.Atkyl ist und R',, R’ und R's dae fir Formel I

angegebenen Bedeutungen haben,

45  wird eine Verbindung der Formel I' wie oben defimert alkyliert, um eine C,-.Alkylgruppa in Stellung 1
einzufihren;

c) zur Herstellung einer Verbindung der Formel 12,

50 ) : R3 ) .
- ©09 K
% | N CH N
. Ry’ ~ |

60

worin die Ringe Aund B trans-kondenslert sind, R"’ -NHSO,N(R.)R,, oder —NHCON(R,)R“, ist,
Ra, Ry und R, die fir Formel | angegebenen Bedeutungen haben und

R’ 1 und R’, die fiir Formel I' angegebenen Bedeutungen haben.

65 wird eine Verbindung der Formel i, . . _
@ | RO WO A
. ) * [ L L] S %*
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2 60 Worin die Ringo A und B trans-kondensiert sind, R'4-NHS02N(R&) R1O oder
-NHCON[R,)R1O ist, R3. Rs und Rio #?e({&zlzfg)%é’reé | angegebsnsn Bedeut ungen
haben 'und R, und.R 2 die fur ForTel n e anen Bedeut ungen haben, 65
wi rd sine Verbindung der Formol 111" 27~~ ~~~~ K 111111111111111111 EP O
077 754 Bl 10 . ' 3 RN H2
worin die Ringe A und B trans-kondgmas] indgnd R,, R und R3 wie oben
fOr Forjrsn defin;ert sirl. mt I sgur e ‘odor 1
Am nocar bonsaur e oder ei nem reakt g ejvon, z.B. mt e..-. (1)
Ver bi ndung der Fornel |Va oder X MR, ﬁ

HO-CONR )R o0 (lva) _ R, ' {1'Vb) 20 worin

R, und RIO die fur Fornel | andegebnen Bedeutunggh-'mben, oder einsm
reakti vén Derivat hi.-. 3n, .urrgeset&é', K> @ zur Herstellung

ei ner Verbi ndung der Fornel 1', 25 . '

13 R 44 30wcHn di®Ringe Aiuad Bitiads-kahdermsierEsind @tsr'K RAAMAH, Wid ofen't6h RoAHeMO4diiRiR sird.
und R 2 direit gi@er AinaiifodsiumgienAhinocatbdisture bdérgient RbRven DerivaBhidiven, 8. mit ei:.-.
For nel ;4 Meshindungder BentelVainderfidt,. wird sine Verbi ndung der Formel V

hydrol ysiert, 40 - :
yeroy 45HO—S0,—~N(Rg)Rys - HO—CO—N(RyRso

C1 IVa) Z 2 50 .wormm d'ie Ri ngs Ag\ﬂ%B
t_rans-l;oonde__nsi ert sind, Z( erne veresterte Carboxygruppe un ,,» R2und R
We ob&n fwdrih Rjud RQ6i#diir Formél CargagéteherSBétidutuRgentidber; BleriefehlraskiiOén Sdrivat hie-. on,

er bi ndungmgesetiornel 1, 55 13- 60
() R - dbzuy HerstellungGtiner Verbindung der Formel 14, - 2 28~~

~————— 111111111211111112 E: 0 077 754 Bt rin die Rings Aund B
trans-#ondensiert sind, R', und R'2 jeweils ungﬁhbngi g vonei nander
Wasserstof f, Hydroxy odor Methoxy sjgd, mnt der :
_ : : 4
b Y

30 _
Rl ' C{'\
COOH
R
2
35 o . L
worin die Ringe A und B trans-kondensiert sind und worin R’, und R’, die fir Formel I angegebenen
Bedeutungen haben und R, die fiir Formel | angegebene Bedeutung hat, wird eine Verbindung der Formel
V hydrolysiert, ’ '
40
4
N
o V)
45
50 i :
_worin die Ringe A und B trans-kondensiert sind, Z eine veresterte Carboxygru d R', R’ i
oben fiir die Formel I* definiert sind, : T Xygruppe “". vz und R, wie
e) zur Herstellung einer Verbindung der Formel 15,
55
40 (1°)
65
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-1 I\7lasigabe dass m ndestens ein der Synbol. R', und R'2 Hydroxy ist; und
R3.und"'R4 die fO die Fornel tungen haben, 5 wrd sine
- Verbi ndung der Formal VI, J N Oﬂrﬁsﬁi’.ﬁ?ﬁﬂ~~~~l4 2 worin die Ring. A
-und Bt r apsink@i@ AmGS AQinb qu,g*o,ﬁe,,gie,yg;gdl? 2 jeweils unabhi ngi g vonei nander*-
Wasser st of f g Hyda ey jewiis uvasnangly vehéitlandei Waskkstdfh Hygedxy, odse Mthixp cbeY, ents der

tein der wm@m@smmmﬁewedmmmty R''s und BtycHy@iPoxy ist ui@3 und R4 die fOr
Formel yoh Bodie fiBalitchorm ;g@ngmmﬂ Bedewtyngen habedpal t ung unterworfen. f)
ein Be’hzd'l" oing Merbindung.der wi e vor stehfnd definiert, worin R eine

Car boxygrup, a oder ein K.> - reaktives Defgvat hiervon, wird mt einem
Amn der Formel HN(R)R7, worin R und R dieffO Fornmel | angegebenen

‘Bedeut ungen haben, ungesetzt zur - ARKSie ng-Mgr entsprechend amdierten 25
‘ i n, Be zo#g chinolin der Formeo | wie
S %in del Heste R, R2 und R4 eine gy
G ds .

Benzoligj chi nol i ne der Fornel |
orstehond definiert, worin m

droxygruppe (im FaII von R ek cHydroxymet hyl gruppe i st SI M
Fall von RJ) odor ein B'enzohgb-chi olin der FornmeM4l_w e vorstehend
efinigrt. worin R eine CarBboxygpugpe oder ein redwgtives Derivat hiervon
ist, wrd mt einer geeigneten Sauge oder einemreéaktiven Derivat hiervon,
oder mit ,%,r}p&h:ﬁg,gegelﬁ,udgg’n@; RoAdeh@iBRkingnDeset zt, zur Herstel | ung -der

ent sprechenden, ard/R™ ¢ jdwdils BAEbhaNGI§ 96 eRianBsr WesteRItal, Fipiron) bde Mahokosing|mit der
und di e sMassgitid, Bﬁsemh«ushhﬂdumgr SymbdloR e Lind RY"p Mettoay ist, uhdr m odor i n

Sal zf @@m ge\ﬂamneﬁ. rfﬁiFoﬂtﬁellEnsagphﬂmwﬂgénmumemweﬁr aparat enthal tend 5| ne
Ver bi ndungjnef&Etherspa ff?&hs rOche 1 bIS 11 |n fre;&# For oder '

R e L

gemAss eg ﬁ,o,ﬁ{g rerer orm dor in p ar mazoutlsch
anhehmbar er aam.aurn WMe QbrsteREIRS dERAIRH  WdtiWThindéstenieiiel Réste AL RNENd

geni ss ei RginechyidrokpgrapseiineFall voh 8, drid R,hodet eineHydroxymetttdgruppe igtitiay Fall veniR{) oddr ein
annehnbar Benzéigichinoimuer (Forrivat | wisndhustehent defimiert, atrinf esinecCarboxygroppeceder ein reaktives

dopami ner B?'Q’GHE!@VM ist wird ovitpines geei raurecosienrsingm maltjven Derivas hisevory qdepmit eingm
Ver vver'?&un %JD%EE nfu€sH ﬁ@‘l‘ﬂgd &p' ARtsprechenden 3gylierten Qﬂ?' veresterten
Herstel | u [ t anden
erbi rSqurﬁ& 1 Lleff ﬁ:@m(ydgr |ﬁ%§%%

und St 6r ung% st L aﬁs .ﬁf v Ly s
von Mor bug fraérks dﬁ%ocmer Bharveibufiéif EUnﬂGh ﬂéﬂ%m Snithén Mit'eiRBm pharmazeutisch
dopamiamer girﬁﬂhbﬂeﬁ/vamedmuaystﬁahamdetﬁnai HigHor45 . 17. Verwendung ei ner
Ver bi ndung glénﬁns Veibirelung] gemifss hlr &sbqushell bisul inidreior Ebimu nderdn mbsfmazeuﬂsch
Ar znei - nefihebmbargeSalsf "M)V' Wmhs Pr ol akt| nsekr et.i onshenme

E i 1§ odern ar eunsch
S Ve e % O CORIE I L e
Behan ] BgL %mcmnﬁ 'EGBS&%H}H au? Aﬁ?ﬁﬁ&\ﬁﬁ rtﬂeﬁ zur Herstellung eines Arznei-
hyper pr ol ﬁhkiemgsa. gS VoS Z@éiBrdeh WdaBionitigem Welche hill Prbldktinsekretion
nwendu ngztshmnieﬁllringén amaehsmluﬂwmmmrbﬁheaﬁhm pddrivoh @anddren smmngVe.rdw endyseiriem
AT 1. Ver fcraménergispheiiblittsd oy gd%n sind Benzol gl chi nolins der Fornel ss |
~~~~~ 45~~~~~ﬁ3ngel@}:Iyng einer Verbindung gemass einem der Anspriiche 1 bis 11 zur Herstellung efnes Arznei-
(1) R-~~-mi gnet ie Verwendung qls4Prolakunsekretlonshemmer
. ndung einer Verbindung gemdss einem der Anspriiche 1 bis 11 zur Herstellung eines Arznei-
mmels geelgnet fur die Verwendung zur Behandlung von Galaktorrhoe, prémenstruellen Beschwerden,
hyperprolaktinemischen Hypogonadismus oder Prolaktinoma oder fiir die Anwendung als Laktations-
50 hemmer.

Patentanspriiche fiir den Vertragsstaat: AT

1. Verfahren zur Herstellung eines Berizo[glchinolins der Formel |,
55 :

60

(1)

65
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*C oL “M S EP 0077 754 B1 worin die R nge A und B trans-kondensiert

si nd und worin R und R2 Jevvells un e@gander Wasserstoff,
Hydr oxy odor Meohoxy bedeut en, g?%??g %@ BQass Rl und R2 beide nicht

f O Wasser sivofin dietRifgeA mﬁms.ﬁadéﬁaﬁﬂernatmfwoader Cl 4A kyl ist; 5 R4
- COCH. - CHORS, R,-ufid2R,Neweils@NgBhiig vondlinkhdeigWasshkstu® Ny&okyRbddrddeihoxy bedeuten, mit der
- NHCON(R, ) RMasaggbe. dass RMsG 85 beidd ﬁlcmmwa}sarsmffls;elhem kinneR. \\sserstoff oder :

C, _Al kyI | st %t—eﬂ"\‘/' st Al kyl. Phe dy
Phenyl ~oder f'g‘ l&(ﬁ.)R _Ngghﬁﬁé@f’d%'\t,'\ﬁggé‘“&qﬁ” ist,
substituiert 'ﬁtWas ﬁef ,%h J7 zusammen -(CH2)4-. (CH2)- oder

- (CH, ) 2- 0- ( CHH; 3N5 dé?Wﬁdeo@V&as PHERG 'odﬂ'aﬁmwrd éﬂenenfalis durch
gegebenonf al-mag xyWiibBtituieR G od¥Et hoXy substituiert R.
und Ri'o Pewei Im.unﬂelbhmmnvacﬁi)ﬂaﬂdmﬂ‘édseﬂsﬂp}f-ommfg sirgti)\l kyI oder

. akammert - ( Ctis-Gi-cAlkytioder (P@uiv).,wotm da$, Pysidylqgegebemenfalis qhirghs Hdbm. Meithy! oder Methoxy
hydrol ySi erﬁﬁ’ﬁ@ﬁ'eunﬂn'{m’ym ol o sch annehnbaren Esters hiervon, in freier
For m oder 'S'd s %g 'WF'&H? def, Wassessteff oder)Ciai F%"‘étéﬂaf'lﬁ‘l‘?g’;‘ —ICh» -

plysio

ei ner Veebl ggl,?%’mgga %' - f
CHR | P Salzform ro Qba? unnghHssolo agnﬂvr?t?aarl%nsEsk |grr}r§n, emtreler Form

sind, R undoﬂ.aagmmeamagahl ngi g vonoi nander V\asserstoff odor Mot hoxy
bedeut en, mt alewr Héxmelyah einecheabindting denForMel)',Ni cht boi de Wasserstoff soin
konnen. R4 -CH OR . -CH2CN, -CON(Rs)R, odor - R, odor verestertos - COCH
oder verzﬁstortes 35 -CH OHist und R5. R, R7 unq Rs dio fO Fornol | _
angegebenen Bodeout ungen habon, w rd _Ri er bi ndung der Fornel 11, 40 B |
NV ) 45, CH R2 50
worin die RinggeA und B trans-kondg g(fo Benzyl odor Cl -4Al kyl (1 )
steht ur R,. Riund R4 die fO ogenen Bedout ungen haben,
ei ner Spaltung unterworfen, so g8ss dfe BeMZyl oxY- wdor C, , Al koxygruppe
abgospaltet wird, b) zur Herste 'lung |ner Ver bi ndundgpcer Fornel 12, 55 13
60 (2) 4 65 '

2" | ~zgmmm 111111 1121 I N1 1] 1111?

worin die Ringe A und B trans-kondensiert sind,
R’1 und R’, jeweils unabhiéngig voneinander Wasserstoff oder Methoxy bedeuten, mit der Massgabe,
dass R’y und R’, nicht beide Wasserstoff sein kdnnen,

R’y —CH,0R,, —CH,CN —CON(R)R, oder —CH,SR, oder verestertes —COOH oder verestertes -
35 —CH,OH ist und

RS, Ry, R; und R, die fiir Formel | angegebenen Bedeutungen haben,
wird eine Verbindung der Formel I,

@0
(1)

45

t

s0  worindie Ringe A und B trans-kondensiert sind, X fiir Benzyl oder C, -sAlkyl steht und R’y, R', und R, die fir
Formel I' angegebenen Bedeutungen haben,

einer Spaltung untérworfen, so dass die Benzyloxy- oder C;-«Alkoxygruppe abgespaltet wird,
'b) zur Herstellung einer Verbmdung der Formel I3,

55 -

60 (14)

65
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EDO 0077 754 B1 worin die Ringe A und B trans-kondensiert sind, R23

Cl-A kyl ist und R,, R 2 und R 4=gdi #r ' angegebenen Bedeut ungen
haben. wird ei ne Verbi ndung der %angldﬁ en definiert askyliert, um

eine G, ﬁ!&%@f jﬁtghﬁu%hi-%geﬁ]sleﬁ' did! RG'E, d.ﬂlkyﬁtst und R,.Cﬁ Ghd HW&M'FBWI'
ei ner Ver, ARl hatén, worin R ngse A und B

t rans- korwt&nsihe VerbiridofAg d&KPormel I' Wie oluhiDefinikrRalkyliba, omicei CLLATRN GV plie m§t¢lllﬁﬁ 1
R und Renhzdfabrénty Fornel 1 angegobenen Bedeutung en habon und > -

i Rd, &and R c)wréletseﬁ"ummn@lVerbm%gégfeﬁ%rneH *Bedeut ungen haboen, 2 * wird

ei ne Verbi ndung der Formel I11. 2S 30~~~~~~~~ R worin die Ring. A und B
trans-kondensiert sind.udWR2udR i bnfrFre {3eiir id mt elndeR A

di eoM | Fonur ne odo arnnocar bonns~r_odrusi ngeni rsab tvnDria irvnn.. i |

,40d i g, Ver bi ndung der For nel : : _
gl) “b)t 45 woi d) zu HRi ntetA aln ungr dinr Formd R ,,. ZLﬁ?F}
e Aund B

bnfrFre eiir id 45 60 *.
é}trans kondensi ert sind und wo#Tn ¥ S o¥ O Formel 1! angegebenen
f1Bedeut ungen habOn und R di Ry'ur Fbr mel | anggee-b?n Bedeut unge hat, wird
§e| ne Verbindung der Formel cs6 \k mydrol ysiort. 31 ﬁll 1111111 111111111 55
B~ e e e A EP 0077754 Bl 13
R l ro
R2' wori rw&ireduanﬁﬁﬁAAaddrEitr&stkbmsnkmwdna ert sind, Z sine veresterte
Car boxgy gr upRe’ -MHSORN(R,IR R oden+NHERNIRIIR:0 18, oben fur die Formel 1 definiert
sind, e) zuR.HRwunddld die répﬂm”memhﬁuﬁm%‘daéi""mhﬁ?“ pad 20 25
R4 R2 25~-R4-undR’,die figg ‘P” pesbraenfisdautingen Babens ns.- kondensi ert sind,
R™ ‘und Rvigd piagproindyr@ BHdRHTY Wonei nander Wasserstoff, Hydroxy oder
Met hogy sind.. mt der Massgabe dass m ndestens sin der Synbols R', und R'2

HydroXy ist, und R3 und R4 die far die FormeIR | angegebonen Bedsutungen
haben. wird sine Verbi ndung der Fornel VI,

(111)

30

35

worin die Ringe Aund B trans-kondensiert sind und R',. R’; und R, wie oben fiir Formel I° definiert sind,
mit einer Aminosulfonséure oder Aminocarbonséure oder einem reaktiven Derivat hiervon, z.B. mit einer
40 ° Verbindung der Formel IVa oder lVb

N HO—SO,—N(RgRso HO—CO—N(RyIRso
- {tva) - ' (tvb)

45
worin R. und R,, die fiir Formel | angegebenen Bedeutungen haben, oder einem reaktwen Denvat hiervon,
umgesetzt, : -

d) 2ur Herstellung einer Verbmdung der Formel |4,
50
55

:j | h |

_\coou

60

123

. worin dne nge A und B 'trans-kondensiert sind und worm R', und R’, dle fir Forme! l‘ angegebenen
- Bedeutungen haben und Ry die fir Formel | angegebene Bedeutung hat, wnrd eine-Verbindung der Formel

65 'V hydrolysiert, .
' ) - ' * € L M s =



35 13 40 (V1) /| CH-~~~C 45 R 2

-44-U : N worin
die Ri ng. A und B trans- kondengf’or("'cozn%P4 FP1 und RFVP2 jet"ils

unabh~ng~i g vonei nander Wassorstoff, Hydroxy Qder Met hoxy sind, mit der 50

Massgabe, dass m ndestens sin der Synbols R'' J3und R, Met hoxy Ist, und R3
und R4 die far Fornrl | angegebenen Bed t ung n haben, ei ner Et herspaltung
unterworfen, . fl oin Bsenzol gi ¢gtj-R | I we vorstehend

deffi niert, worin Rl ei ne Carboxyd eaktivos Derivat hi er%)n

wird mt einemAm n der Fornel B(in RHund R? die fO Fornmel |
55 angegebenen Becl eut ung~en fiabe urrg et zt N\Herstol | ung der
ent sprechend snmidierten’ Ben&pl gi chinoline der Fornél | oder ein
Bengol gi chinolin der Formel | w e gorstehend definiert, worin mndestens

ein der Reste RI, R2 und R eine I-?y ~dr oxysgruppe (i m Fall von RI.und R2)
odereil ne Hydroxyrret hyl g~ruppei st (imfall von R4)oderoai n Benzol gj chinolin
der For el RVE AVOLST e t Fd31efte ShtSxfgri AR UNE RADRS uRé R wid. N
reagt |y§g "f d.ﬂéf, %ﬁnﬁgﬂﬂﬁ%'{%% chnrYWe l4sgwngr gosel gneten Saure oder

el NgM T eg b r\fensteld hbgﬁ,[,, rSihduhg. dePEtmen®,t ei nem geei gnet en Al kohol

ungeset zt, zur Herstellung der enitsprechenden acylierten odor veresterten

Benzol gi chinoline der Formal |; und die so eghal t ene Vor bi ndung der For nel
| in freier Formoder in Sal zt orm gewonnen d. 2. Verfahreftenienas
Ansﬁ)ruch | zur HoritellungB si 2 1366840! V\% inolnins der Fornel | wie
Anspruch 65 1 veranschaulig n Synbols RL und R2 5
\%&sserstoff und das andere Hyd e {12} 3

T~ 11112 il

_ Bl R n-Propyl ist, R4
-NI§|_$02NI R)RLOist, R Eth '

5 oder ein

- physi ol ogi sch annehnbares uAd physi ol ogi sch hydrol yﬁ.si erbares Ester hiervon,

in freier Formoder in Salzform R%." Verfahren gem ss Anspruch 1 zur
Herstel l ung von 1-n-Propyl - 3a di et'hyl sul f anoyl ani no- 6hydr oxy- -
.1,2.3,4,4a, 10 10a oct dro ben go[gl chinolin fRazemat), wobei das

er"?aHY°é dded g o ronein er et oxv sind, mit der
V ‘g aj’ag‘rn me z r]u &) onei nderr](ﬂssernt:g?‘yﬂg xy od Meth d, d

n-Pro ga .
-benzﬁ\fgh hd'R] a.amraea%euqng W? u.maamfasst 4. Verfahren zur

Herstab.}dmge%famaurwwrmw schen Zusarrrrensetzung, das das Bei nengen si ner

freler Formoder in pharniarautisch annehmbar Sal zform mt.ei nem
pharmazeuti schen Trager oder Vérdannungsnltte j.nfasst.- 5. Verfahren
genass Anspruch 4. wobei das Be ‘

3 5 Propyl - 3ci - di et hyl sul f anoyl
’hy roxy-1, 2, 3, 4, 4aa, 5, 10, 10QCa. 0

Mreler Form oder. in phar rpa .
\MBrmendung ei ner Verbi ndunggder Fqgrnel [, | t2 1, 1P we in Anspruch 1
defirniert, in freier oder i pharnazeutisch anneh arer Sal zform zur
Heﬂétellung eines Arzneinmttels ge@ignet ;ur die Behandl ung von Zustanden
und Stérungen, welche mt Prolat. nsekret i on zusannenhlngen di e Behandl ung

VON - \worin die Ringe A und B trans-kondensiert sind,
R"’, und R, jeweils unabhénglg voneinander Wasserstoff, Hydroxy oder Methoxy sind, mit der
50 Massgabe dass mmdestens ein der Symbole R’’*, und R’*’; Methoxy ist, und '
R; und R, die fiir Formel | angegebenen Bedeutungen haben.
einer Etherspaitung unterworfen, '
f) ein Benzolgichinolin der Formel | wie vorstehend definiert, worin R. eine Carboxygruppe oder ein
reaktives Derivat hiervon, wird mit einem Amin der Formel HN(R.)R,. worin Rs und R; die fiir Formel |
55 angegebenen Bedeutungen haben, umgesetzt zur Herstellung der enmprechend amidierten
Benzo|glchinoline der Formel | oder '
ein Benzo[g]chinolin der Formel | wie vorstehend definiert, worin mindestens ein der Reste R,, R; und
R, eine Hydroxygruppe (im Fall von R, und R,) oder eine Hydroxymethylgruppe ist (im Fall von RJ oder ein
Benzo[gjchinolin der Forme! | wie vorstehend definiert, worin R, eine Carboxygruppe oder ein reaktives
so Derivat hiervon ist, wird mit einer geeigneten Séure oder einem reaktiven Derivat hiervon, oder mit einem
geeigneten Alkohol umgesetzt, zur Herstellung der entsprechenden acyllerten oder veresterten
Benzolglchmolma der Formel §;
urid die so erhaitene Verbindung der Formel | in freier Form oder in Salzform gewonnen wird.
2. Verfahren' gemiss Anspruch 1 zur Herstellung eines Benzo[g]chmolms der Forme! | wie in' Anspruch

Vewsbi ndung der Fornel |, 11, 12, 13 14, 11 V\A%I m Anspruch 1 definiert, in

OQjChI nol in (Razemat)' “I)

pacRr Sal zformiist.

. 510, 10ap’ -octahydro

65 1 veranschaulicht;, worin ein der Symbole R, und R, Wasserstoff und das andere Hydroxy ist,
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20 Morbus Parki nson, - oder von anderen ‘St6rungen, die nmt inenm

dopam hergi schen Mttel zu bek. -i ervvendung gem ss Anspruch
6. wobei das Benzol gi chinolin w e%1g r}hﬁ?ﬁdﬁ% ¥defl n: ist. 8.

Ver wendung &, ReFrogylisfNSpruch 4 oder 5 angegebenen Ver bi ndung zur

Her st el | ung nel_rm-asogumm,, isfi ttel s geeignet fur die Verwendung als

Prol akt i nselRy Ethybis badmer . 25 9. Verwendung einer in Anspruch 4 oder 5

angogebenen Ruckthylisbung zur Herst 3l | ung sines Arzneinmttels ﬂ g‘&ﬁw% I%Aétﬁoder
hyperpro
Anwendung;
H)xvh 232 daq, sliroﬂokaamaiyﬂocwnmbmmaude einer
: r mul 16 Ae'iﬁerabspautung umfasst.
- 4. Yerfahren zur Herstellung einer-pharmaz@iisdiien Zusammensetzung, das das Benmengen einer

.er weﬁdl.'Rﬁ%g hseémﬁsh arnghmBareeund plysieiogiseh hvdralysierRargs Fater MRV
"3 A@ mas IBQE ﬁ%ﬁtﬂeﬁgﬁ oﬁﬁc” I@rg,lﬁl 40! %’gay%q%mﬁﬁmﬂb-%-hydroxy-.
- >benzolglchi Q‘il fial) Wobei 843 We Slsterwerfen von 1-
ont r act a,np py.
Verbindung der Faametia g P lid%MeemI&!EPl'Gy'tI definiortain fpier FQEm eﬁ?fd’é B'H'g"f quiiped:

dans IWB’E’PP@B'F@*“@WRE“‘S‘H‘ a{m “E ?ihT" ‘t'?H‘ RE el 395 '%-Réldul N fang _6.
ar ,gp 0X ro—ben. 1 1;21 - N1 bl
s tols h i ist. n | f ydrogene ou un gr oupe
kyl e en L V 'eGaB drﬁnd Fo'r:G'e‘ﬁQ‘Rl’ l".@HQWNm AhégNidRS) d8iniert Girifskier oder in
NHS02N( Fﬁﬁaﬁhzeﬁﬁkch e} BAIEF0rnks. zuHrsteliung eirieB ebneigriimsls gesignet §r dis[Rehandlung

| kyl e orwos, ZustanBen ahd)Stdrirgeh, Weicheomis Peolatinsakretion aysnmidohngenndie Behandiurgsvon
? si g fMerblus Ryninsore ndemnmdgmﬁpﬁewmlek.w'emﬂwm sopapnww@eamg?rzpdm e"‘°"‘

esdit grenmh es phenyle ou pyrid Ie 6t ant 6vent eII nent S bStIL ‘ \m

15l ogmne of YREgese "f%i R e
X f

| Kyl gzen le net ur Qn Mchgd' Q:HP:S 50rige eﬁetﬁ“ﬁfﬂimﬁ)ﬁ&%ﬂﬂ*d&ﬂﬁlﬁb eines

S ubst i tu&@ﬁ&mdﬁls meme sl ‘CawerifuRg DRS Behahdilsy (vonNBalekahas, r@menstrusien
t "R 0 SiBpsthwerddn, abmmlamndﬁqinmaﬂmpemnahishmsl ndgMalmooma oderdundie ahwyn@nonls
1,3 Qu slajatibnsbamnmensenbl e - (CH2) 4- ou -(CH2).-. ou un ester

hy5|olog|quernent hydr ol ysabl e et physi ol ogi quenent a tabl e do ce
sonpos®, Beyged HSPRbP?“" tafs cQTASIaNts; ﬁE lIﬁgf'gé?'T"'LE'"ﬁ"ﬁFocorrpose selon | a

. evendi cat i o'nlué B :{K'iéureddel%nﬁnﬁgpm gue. 6! 3. Une
|

enzof gl qui no conme illustre 8 la revendication 1, dans
aquel l e | 33 D

P 0074754°-B1 Rl et Rz signifient tous |es de&§ un group. hyd OXy ou t ous
es deux un group. ndthox., ou bien |I'un de RI"et R2 signifie |'hydrogbne

t |"autre signifie un group hydr oxy ou n6t hbxy, R3 signifi S un groups

H kyle en Cl_4, R4 signifie -CHge 3" (RS)R? - CH2SR,

sNHSO%u(R )RLO ou - NHCON(R. )R, gngfile |' hydrogbne ou un groupil)
Iker en Cl1_3, R7 signifie unJg ent uel | enent substitu6 par
de/ | hal ogbne ou des groupeﬁ ' Rs. R et Rlo ont les
isignifications indiquées a Pp revgndi cation 1 OBy un ester

ysi ol ogi quenent hydrol ysabl e et yS|oIog|quenE R, accept abl e de ce
onpos®, sous forma 70 libre ou sods forno d' un sel¥d addition d' acide. 4.

Jn conpose selon la revendi cation 3, sous forns d' un rac6m que.
; dans laquelle les cycles A et B sont condensés trans et dans laquelle :

R, et R, signifient chacun indépendamment I'hydrogéne ou un groupe hydroxy ou méthoxy, avec la
condition que R, et R, ne signifient pas tous les deux I'hydrogéne,

50 R, signifie I'hydrogéne ou un groupe alkyle en C,_,,
R, signifie —COOH —CH,OR;, —CH,CN, —CONI(R¢IR,, —CH,SR.. —NHSO,N(R.)R,, ou

R, signifie I’'hydrogéne ou un groupe alkyle en C,.,,
R, signifie I'hydrogéne ou un groupe alkyle en C,_, et
55 R, signifie ’hydrogéne ou un groupe- alkyle en C,.,, phényle ou pyndyle, lesdit groupes phényle ou
pyridyle étant éventuellement substitués par de 'halogéne ou des groupes méthyle ou méthoxy, ou bien
Rs et R, signifient ensemble ~—~{CH,}s—, —(CH,)s— ou —{CH,),—~O0—{CH,}—,
R, signifie un groupe alkyle en C,_, ou pyridyle, ledit groupe pyndyle étant éventuellement substitué
par de I'halogéne ou des groupes méthyle ou méthoxy et
60 R, et Ry, signifient chacun indépendamment I'hydrogéne ou un groupe alkyle en C,_, ou signifient
- ensemble —{(CH,),— ou —{CH,)s—,
ou un ester physiologiquement hydrolysable et physiologiquement acceptable de ce.composé, sous forme
libre ou sous forme d‘un sel. '
2. Un composé selon la revendication 1, sous forme d’un racémique.
" 6% - 3. Une benzolglquinoléine de formule | comme illustré & la revendication 1, dans laquelle

é N S A




5. Un *benzol gl qui nol 6ine de formulo I comre illustre a |la revendication 1.
dans | aquelle R h R3 ont les I ndi quées a | a

revendi cation 1, R4 signi f ie - 8 %&W%\l -CON(RO R?, - CH2SR& .
- NHSO2NI R9) RI 0 R, w geu &;pe%d:oﬁ?]o u Bus IeBdelﬁ(tun%rSUpg%ét!I&&, ou bien I'un
si gni f i cat #ORSet A} Lighiie Fhydiogene LEMRES lsigAifie GR group® HydtBxyeii Mkthoxy,

physi ol ogi queRgesignifie R edtiC,[hysi ol ogr querrent acceptabl e de co

chnpos6, sou SR‘fsmuﬁc +Cll!u0tl SEHEN) S—CAN(RPR (I —Dh, SRy —unsammgma od mmman,wn
conpos6®sel orfslsignifieydroganeayrunziroupg atkyleenie-sd' un rac6m :

benzo( gl qui 2 *Signifie uo groypsRyEdyle %’B‘Pfﬁﬂ'emeP'LFé'P?'é“éaPW def ﬂ? E%??W‘ip“ ﬂ'%fﬂy'e ou

| aquel I e | qgens & re signifie un groups

Hﬁ: ¢ ic ind vefiication 1!
hydr oxy, F§u§ﬁ ?J?{%t % onli\?eéjs tét‘o‘fﬁs a&&ﬁ %;q%%‘:ezficc%ﬂ&b% gokd d éoﬁ\ 0sé, sous forme -

- NHSON( 12, ) fithe ou Boussf’ogﬂé ‘L séf 1" a‘abﬂb'rPS' signif

groups 6t hyl es. Ualtomposidern 1) Ryendidatign mueoaemmwcia%e&mmbl e et

physi ol ogi queirtinberzolyiqirmitdire didorowled corpoe Hustsidia révendisatibn brdanolaqueetie 8,, FgedR; ont
d' un sel . s sigpifications indiquées & la revendication 1,

-n- propyl - 30 %hs&"!f‘fl's‘éﬂq"&rrdiﬁzﬁﬁn‘nﬁﬂﬁl“hyﬁpw&ml ?C%SEGW@zN@-MW%ﬁdFW
0- benzol gI U|Fpo , "r’ac e') sous..f . ' L Sous form d'un sel
T 2 1 ol g n S8 St e 1o el RS GlTrome

| a libre ou sous forme d’un sel d’addition d’acide.
33- n6t hyl t hi Brihltgnpdseseionax sevéndicatiorn’s, 40ds rmdd'dR fiémmuahydr o- benzo(gl qui no -
| 6i ne (#ac6mtied beﬁzalglﬂlﬂholéme de formule | comme illustré 3 la revendication 1, dans laquelle I'u. de

propyl -31- nﬂt’hﬁﬁh#'m wnémthemsigtﬂf@mmwtﬁdmlooao oct ahydr o- benzo
(gl,qui nol 6i n 3 !QQ @rH ropyig,

1-1- pr opyl - o "l'z hydr oxy- 1. 2. 3. 4, 4a05, 10, 10ao- oct ahydr o- ben
-zo[ gl qudsnol 6|Fﬁes, %@f l edit corrnposé6 6tant sous forms Iibre ou
sous for fTBodjudJéL'té eHeﬂ{hﬂ aizbBIE et phYsiolbllqieiEnPacdeptbisis 84 ce1OMPob& sous forme
gr oupe connrreaaaéusl fatme d'un sel.

3a- Mbt hoxycarﬂotm h-ptopyB3dabéthyldulfamdyldmihadchylifbxy0 2/3:401at 5/10,00aB-dutshy diocHeq 20 gl qhito-

i ne ( Rac 6n'i° rqugus_[ sous forme libre ou sous forme d’un sel d’addition d’acide.

- R a_n | rena

OFg raalpﬁl)' g?d g 5 mm%-x,;g mga:% 1% 1%aé3§ah%d}c}-)be}\9¢ﬂglqgoggl ing rLt(:)énRg&]ez),
1- n- Propy! r,g@ Ve -methev A3/ 4e05.19.1eFectahydroshenzolglapinpléine

- benzot gl quig 38-Reth m&HaD- -7ld -1234« 5,10,10aB-octahydro-b 16i
31- Nbt hayi thacéﬁi&&y% érrBt hgx§ 1, 2y rﬁ Q‘fg\é T s-octahydro-benzolglquinoléine

Oa, - oct ahylddibcdrepnsé étanysaun cﬁdtﬁlertbre(damﬁﬂfume)i unlsel «d'addition d’acide.
1- n- Propyl - 311988 bempass gheisiidans le groupe eomprenant

-fg‘aﬁg Qﬁ-w ep quinoléine (Racémique);
?Rggg%oxﬁ el 4 -h :Ep%?yca thoxyca tggﬁ-&m hoxy-1,2,3,4,4aa,5,1 1gmcta¥ﬁgro‘i%nzo[glqumoléme .

1-n-P | g 3 a o o hvd o
WZB[glrgﬁlymn&[a Y;'ﬁ}& &%9' ut)[r@vﬂ%ﬂ{ Yathosy-1i2.4 4,465, oL fbug0BaRydE! ANy dr - be

3a- Mit hoxycanbamMbm;nm&hhag«»ﬁa&ﬁﬂ%&aﬁslﬁ.ﬁ%ﬂ%Miagheiaamrﬂkm:asab@; '
e (Rac6m qde) !I-Pkapyl-:ip-méthylthmméthyl-&méthoxyd.2.3,4.430,5 10,10aB-octahydro-benzolglquinoléine

1-n- Pro‘ﬁyl ?;%élr bonyl - 7-n6t hoxy. 1. 2, 3. 4, 4aa, 5, 10, 10a- oct ahydr o- benz
oi gl qui nol &l iy B ropy métpﬁ-s-hydroxy -1,2,3,4,430,5, 10.10aB-octahydro-benzo[g]qumoléme

;Lo? E(rag%: gl %ﬁ%@k@ 7 3m::[}f%}‘Oa]B-odta?fwéfofLenio?glth&gi%Q (Iﬁcgmqug
1-n- Pr csoy| (Rsﬁndq;bd);hw sul f anoyl am no- /- oﬂ.r gx:“?af 1g 13? 4aa hygro-bgnioé%l "'3‘(’:Ité '3
dro- benzo] gIlqunmpﬁl-ma.éﬁac@ﬁmvhhmo&&nahom .2,3,4,4a0,5,10,10aB-octahydro-

7- Hydr oxy- W@[glqﬁlnhb {Recém lquelyl )-1-nbt hyl - 1. 2. 3, 4, 4a0. 5, 10, 10a&- oct ahydr o-

benzol g I q n éﬁﬁ;zB @%ﬂgﬂﬂmhw«oﬁ&@m«d@s 4 m@mneqmm& ant sous
fc ﬁ(r) |ms; i éa Qe 7! m- q d ?ﬁ"dgggplégi:\;l' a&g&%ag%ﬂ 8.?053 octahydro-bem%?gslqumoléme-
- hoxy.va.: %Bgcaua;awfovmba%%m §HdidaRlcits. ( RacMi que) ;

1. Un composé choisi dans le groupe comsrenant

1- Mht hyI 3, 1 62 IMbithoRycadopyi-6améthdxya23; ﬁMO@@mﬁy&Qrﬁkﬁﬁﬂglﬁﬁhabﬂﬁ (RicEiRiaae);
[ gI qui nas! 6(|Rné8‘( Miti_l‘@mﬂqméi}'-pxycarbonyl-s-méthoxy-‘l +2,3,4,420,5,10,10aB-octahydro-benzolglquinoléine
acémique);

la 1-Méthyl-3B-methoxycarbonyl-6-hydroxy-1,2,3,4,42aa,5,10, 10aB-octahydro benzo[glqumoléme
iRacémique);

la 1-Méthyl-33-carboxy-6-hydroxy—1 .2,3,4,4a0,5,10,10ap- octahydro-benzo[glqumoléme (Racémique);
65 le 6-Hydroxy-N-{2-méthoxy-5-pyridyi)-1-méthyl-1,2,3,4,4aa,5,10,10aB-octahydro-benzo{glquinoléine-

. Lo ETEE o * c L M s *




la - - '
| - Met-hyl - 3P- net hoxycar bonyl . hydr - 1&7"} 4 5,10, 10ap- oct ahydr o- benzof g
| qui nol | i ne %Racem que); la Eﬂd 7&@'

“1- M t hyl 3RcsiBodamideiRadamiuiary- 1, 2, 3A, 4. 4a, 5, 10, 10a4. oct ahydr o- benzol gl qui nol
6i ne (RachhGWéthoﬁﬁ:arbon I€7-méthoxy-1,2,3,4,450,5,10 10aB~octahydro-benzoIglqmno!élne {Ranémique);
6- Hydr ox Naom«mﬁb-mfﬁxynprhodylﬁ)m&hq&hmﬁ gms.m.manmamdmbwalgmwﬁwdr o-
benzof gI céroiaaeihe é R N A A

e w«hwzas-smhoxvoewoowmhvﬁwﬂf s BoReeiR et elaE oy

30- Mt ho -36- O iWifoxy4:232,41440%, 10,10 icut' dro-benzolglquinoléine (Racémique);
Oap- oct ahy&aqmg ci@&ga{;sﬁdﬁnf%é% o 4Xaa.5 10 10a?s-gctahydro-

1- M6t hy| befdolghiu y-1. 2 3 4aa , 10, 10ap- oct ahydr o- benzo
1 gl qu'lonolealt B&nb&im Eme)fomii hbrs ou écﬁls forme d'un sel.

.. 1- Met hyl - 3012TBtohéné>daaurémratrphd’lmhjbdmml@qt&mﬂél@deioaaulgl10 10ap~oct ahydro benz
oI gl qui noI 6| ne (Racfmque); la

| - Mdt hyl - 31 - car boxy- 7- hydr oxy- 1, 2, 34Aaa, 5, 10, f0a, - oct ahydr o- benzo[ gl qui nol 6
‘i ne (,Igac6m que); la 1-n-Propyl-30-di6thyl sulf BDyI am no- 6- benzoyl oxy- |

. 23.4.40a, 5. 10, 10a8- oct ahydr o- benzol gl qU| noI |ne (Racimque); 70 ledit
corrposG etant sous forns |ibre oy~ un sel. 12. Procedd de
preparation d' une benzol gJqui nof Ie\‘ s 120 (1)
CR R w

R~~~ 2 R4 25 dans | age gs ALKt B sont condenses trans
et dans laquelle R et R siggnifiept chacun mdebs‘;an’ment | ' hydr ogeno ou

un group. hydroxy ou net hoxy, avecRI a condition g R et R2 no signifient
baé tous | es deux |'hydrogbne, 30 "2 -R signifie |I'4hydrogi ne ou un group.

alkyls on G, , R4 signifie -COOH -CH2OR,. -CHCN, -CON(ROR,, -CHSR,

- NHSG2N( R, )RI O ou -NHCON(R,)R1,. Rs signifie I’ hydrogbne ou un groups

al kyl e cmntjaqae"emss mlgsmat%sbmmmeogﬁm@naat ms al kyl o en C,

R signi f| h@aw' #é °'!il" °§““$'°%6W groxy BEI"WF’P‘W“&“ la

| esdij, §°B f5 q”e ; %ﬂg'ﬂ '\‘B Menent substitu6s par de

| hal ogbne E en

ensenbl e_N é% u‘ t'CHz k%ﬁgm"‘ —;BH sﬁﬁ"f i eNﬁ'rblngr(ﬁ' tp2
al kyl e en @, signi |‘M¢géuéauuhgdiubei|kﬂuan cpysidyle et ant event uel | errent
substitu6 [Rasigoifie I'hydedgeneae un groiips allyleepCss@et hyl e ou nbt hoxy et 40 R

et RID si gfie Sigoifie 'bydacgéne ow 6 geavps atkeiatén|C, Ly phéoyleeu pytidvie lesdi opaupes phinyle on

C.3 QU atyr' YM c}ﬁve@w@mn@ubﬁgyg)@r dbwak(semy es gg ﬂy&@rmﬂmvo ou bien
physi ol ogl i , gﬂﬁﬂ gl f g ﬂ% gu ﬂemeﬁﬁ -
conpose, a?Qg‘ ouEy hq oepe PYTSY RS (? ot e

a) pOJér aRPE sfé if‘@ﬁ\ aéUi\ ﬁ&ﬁﬂﬁ&%ﬂ&n dne by hyrothedalkyle en C,- ou sigRifibit
60 dansenk aﬂue B sont condonsGs trans, I¥ h :

ni f i cowtd'oin aamphyud&piqndammwrd\isWd le0 gliysiviagiquement: ampmmd Uhmny:pmpuﬁc sdus -
Condl t i dprme libre ou sous forme d’un sel, lequel procédé comprend
N\, a) pour la préparatlon d’'un composé de formule I'
45

(1)

55

60 dans laquelle les cycles A et B sont condensés trans,
.- Ry’ et Ry’ signifient chacun indépendamment I'hydrogéne ou un groupe méthoxy, avec la condition

que R,’ et R;' ne signifient pas tous les deux I'hydrogéne, '

Ry’ signifie —CH,0R;, —CH,CN, —CONI{R,JR, ou —CH,SR, ou—~COOH es’ténf' é ou —CH,OH estérifié et

Rs, Re. R et R ont les significations indiquées pour l1a formule 1,

65 e fait de soumettre un composé de formule 1| _
s n 1




gue RI™ et R2' no signifient pas tous |es deux |'hydrogbne, R4'

sighifi‘e- CHORs, - CH2CN, - CON( R, ) R7 ou--CHSR6 ou - COCH esterifie ou - CH2OH
estbrifi6 et Rs, R R7 et R ont EPsO08Ri 754 Bilons i ndi quées pour |la
formule 1, 65 Ie fait de sounettre un conpose d% formule 11 35 EP
0077754 BL OX A IB - omemmee {II) 10

R R4' dans | aquel | e Ies cycl es A et B sont condens6s
trans, X signifie un groupe benzyl NG 4 et RI 15 R' et R
ont . 3e§ significations indiqu6es I% 11, & un clivago afin 1)
d' 6limner |s groupe benzyl oxy ou .o 'Q pour |a preparation(

d' un conpos6 de formule 12 R 2Q i _

13 D0mm . ,

oN 1o CHR 2 30 dans Iaquelle | espcycles A et B s condens6s trans, R3
signifle un groupe al kyle on C _, et B8', RR' et RI' ont les S|gn|f|cat|ons'
i ndi quées pour la formulo 1'. "alkylation d' un conpos6 de fornule 1' comp

dé6fi n| pl us haut our i odui aIk e R i o8 'IBERB,-. R
pour § pg@g%q ontles sngmp;él m n?§°§§ %&\ Salﬁg',g?mu?er I;ﬁ(groupe benz‘;loxy

(s J, ou alco ~~~~~~
iaaa Q’fﬁi préparation PurftEomposé de formule I? o 2.
dans | aquel I e I es cycles A et B sont condens6s trans, R4" signifle

-NHSO2N(R,) RO ou -NHCON(R) R, 41. R3, R et RO oa& les si gnifi-cations
‘indi g#8es pour la fornula | et 50 -RI" et RF] ont les significations
I ndi qubes pour Ia formulo 1', lia rgagtiopad’ unyconmpose de forrmule Il 55

B3IFL - N\Y SN (111) 60 2 65 dans
gnsBet |[R, R et R sont te(E?)
| JOH111111111~~~~111111 |

| Equel fe |es cycles A et B sont c-n'
gque deki nis plus haut pour la 36

11111 11 | EP 0077754 Bt foml e X3 aveC un aci ab\.\ﬂn] nosul f oni que ou
‘am nocar boxyl i que ou un derive r'|eact|f ,de ce conposi, "#ar exenple avec un
conpose de fornule | Va ou i Vb z

30 ' :
dans laquelle les cycles A et B sont condensés trans, R;’ signifie un groupe alkyle en C,_, et R,’, R;’ et R’
ont les significations indiquées pour la formule I', I’alkylation d'un composé de formule I' comme défini
plus haut pour introduire un groupe alkyle en C,., en position 1,

c) pour la préparation d’'un composé de formule P

35

40 (13)
\
\_
45
dans laquelle les cycles A et B sont condensés trans, . -
R, signifie —NHSO,N(R;)R,, ou —NHCON(R,)R,q.
R, R, et R,, ont les significations indiquées pour la formule | et
50 By’ et R,’ ont les significations indiquées pour la formule I',
la réaction d’un composé de formule HI
55

-y

65 dans laquelle les cycles A et B sont oondeﬁséé -trane et R;', 'R;' etR, sdnt_ tels g-ule définis plus haut pour la

WA



- HO SO2- N(R, ) R10 i

CON(Rg)RIO(IVa) (I'Vb) dans
esquel | es RO et R10 ant |es signi Eﬂ:aﬂﬂ?r?ﬂ”dﬂ?uees pour la fornule I. ou
n derl V6 foRRGhk i avle uf Scili@amindiiBRiGue 83 alMdLarh R >
ormul e | e:BthTé*éVéé‘tIn ‘c‘omﬁos |?ﬁformuleﬁVa ou iVb &YWQU% ° % dég@é Qaéﬂ? dg Qgpon%osg par
R1 25 dans |laquelle les cycles Aet B
.t condens6s trans et dans I aquel I es RAIl et R2' ant les significations
nd| quBes pour |a fori@t80+NBIRR a | a signification HAHCP+ONRPBYr i a
gormule |. |'hydrolyse d' HO conpose de fornule V 30 35~~~~~~~~~~~~~~ 35

b £ ‘. N
gni 1 e ﬁzﬁﬁgﬂ‘*’%‘g“%&‘v O o S had5RE oG R A et ey oo o

e1s
finis plus drpoiir 19 ptéparatiod FuRtdrRpokd de ®rnmidf* | @ preparati 0“ d un conpose
@ formule Is 50 R 5) 2 60 dans |laquelle les cycles A et B sont condens6s
Wans, R1" et R2" signifient chacun independa nt 1' hydrogbne ou un groupo
7dr oxy, ou nbt hoxy, avec la condition qu'au nalas un de R'" t R2" signifi
groups hydroxy, et 65. R et R4 ont Ies significationsOi ndi quees

ur la formulo 1. 65 la fait ; H nmpose de fornmule VI | <
g *LCILIM &)
. CH (V1)

§11111 11121 11211 111111 37
" 2 dans | aquel l e | es

077754 Bl R 3 AlJ 3 BRC

O~~~ @i eme Cio .

ycles A et B sont condenses %fans R"' et R2"' s\‘guo@ucant chacun
fnqependannent | ' hydrogene ou un grpups hydroxy ou nethoxy, avec 15 |a

>ondi t'ion qu' au noins un de RI" et RR"'. signifie un groupe ndthoxy et R3

t R4 gnt les significations indiquées pour la formule 1, a un clivage du
roupe et hiyhs Iﬂcqlxelbealei BRfds OB B'sbliCoR@dhe 8 trarkildt HahS lagGelde Rt'CUt R éntllesCHGRIMeations

dM i ni s plinGiqlieas boskasirmhae Vet Res IRdighifigdtion inliqude Boutigormals [ Prydrelysedrundompuss de
f6act i f defoomule¥npo. ., avec une am ne de fornmule HN(R )7 oOR et R . ont '

20 les S|gn|f|cat|ons I ndi quées pour la formule 1, pour pré6parer |es
benzol‘zj’l qui nol 6i nes ai. Meas correspondantes de formule 1, ou la r6action
d' une benzol gl qui nol 6i ne de formula | tells quagefinie us

35

(V).

40

dans laquelle les cycles A ot 8 sont condensés trans, Z signifie un groupe carboxy esténf’é etR,, R, et R,
45 sont tels que définis plus haut pour la formule I4,

€) pour la préparation d'un composé de formule I*

50

u%

55

60

dans Iaquelle les cydes A ét B sont condensés trans, ‘
R,” et R," signifient chacun indépendamment I’'hydrogéne ou un groupe hydroxy ou méthoxy. avec la

condition qu’au moins un de R,” et R,"” slgmfie un groupe hydroxy, et
Iy II] [

R; et R, ont les ‘significations-indiquées pour la formule |,
65 13 fait de soumettre un composé de formule VI



haut dans | aquel |l e au nDins un des restes R, RR et R4 signifie un group.
hydr oxy (dans |le cas d. et R?ﬁ ou un groups hydroxynbt hyl e (dans
}s cas de R|), ou d'une benzol gl B OTT758 B nule | tells quo d6finie
pl us haut dens laquelle..R4 signifie un grougs carboxy ou un dé6riv6 r6actif
de ce conpos6. avec un *25 aci de appropri-e o§3un derive rb6actif de co
conpose, ou avec un al cool approprie, pour p 6parer | a benzol gl - qui nol 6i ne
acyl 6e_ou est6érifiee cortwspondaie ds 1, et la r6cupbration du
compos® de fornuls | ainsi obt§
13. Une conposition pharnmaceut
6 |"une quel conque des revengfcay ~LHs forns |ibre ou sous
forms d'un sel pharnaceuti cqriement acceptable 3 senbl e avec un dil uant
ou un mehi cul e pharmaceuti q ementg accept abl e. 14. conpose tel quo
revendi que a | une quel conque des r&wendlcatlons 1 a 11, sous forns libre ou
sous forne d' un sel pharnaceuthuenent accept abl e, pour |’ utlllsatlon comre
n6di canentans ‘!?“e'we%Wﬁ'F®§G‘FéP“ %‘e‘mﬂsque a I une quel con
r evend,l c a' nifi hydr xyou méthoxy, avec

phar naceu étf%': o Eﬁ% ngﬁhieg ‘Eﬂf ﬁﬁi‘ﬁﬁ "&zﬁ% ?mm biteur de la

| ipre ou sous fornms d' un sel )
P un conpos6 tel que revendiéué

s6er6tiong gﬁec; opam ner gi que ou conme agent

stinul ant | @slak curra%edﬁa[dlaundaamammmﬁa corhmb Usfitid Slids KButlBaris OSGURRER, SRnftTe
| une quel wogrqure cidwxy ewendirivatéacifsie te dorigos~aved urleaniiecdacfomiul@HN{R,)LI 04 R, et R, ont
nedi cZfreries cgignifisations ndiguédse powraila dosamile de poun dirénacensles ubeieolplauinbléines o ariées
une 6ti 0I ‘iS’ { 9%%{’"%' 8y ayépatien 4'ung bsweicéqwrmlﬁumdq farmyle | talle 9m-déf pig. .us

orI

Y °' n, ot R,)
T e

deVant etgé%

pr epar athlrhalﬁawvadm boaﬂwﬂéeftﬁﬁupﬁﬁddihmr ulbl l |sat|on comme | nni l eur
de | a si catild réowpécatioh du poropasstderfermuledl aindi bbmmatawlfordaeumruumseomlm deline
quel cong ? d%-y'\eév@nwmnhmcgutaue_gommmm imcqmpnsé tehaueravendiaué AEehemeisonque
appr opy egggﬁfn ications i1 a1 1. aﬂ"*u?? frae fi Q"t?‘h?‘{”érfﬂ"me eren el rfmeemmwm ereeptable,

troubles prg Jo '"a pRutigy ne
prol act i %U% pwth Q. Jc e |§§§ I n r&% %01‘4% 'a*ninﬁhgre ou
pevend! cat | °5‘1"“°“fp° e @¥ o ki nrae.nasroa 1oRe flbrd 38

benzol gl austolrbe ofen dﬂplﬁ.ﬁi‘nﬁt&uﬁqdeuﬁ@t 6039;5 IB ouﬂ‘urﬂtsuﬂﬂn midinhibiteur de la sécrétion de

R4 dans laqchtm. kersme pgére slopansinerfiqee nt caromd agera stimulanleciéceass Jalgldopbrmink.

et R2 Si | f‘? 's‘t‘iﬁad’uﬂ' qomre ?MMNUHCM mvetw:aumsg‘r bﬂb@mé/brm?g&l;on
upe gie

hy d)r()c/) g %Ré%&%x ig?: 6:@ ﬁ}de'% t a:%olg gg%q& ganq_ment m:hdm de Pakjpspn, ou

077 758 81 RiliShtoh cur a0 e &E .m&ﬁ%ﬁ% 8 £ £a.1 &ﬁiﬁ{%ﬂoﬁ

- COOH, - @#O&dicanierbppropr
R si gni f i e 18.Myrilisaige MUnCiomposEsetonitung|quylcénqal dbs revendications 1 Rl pour la préparation -
siygni fi safum ynédisaroens qumuégpm pastitisatiph adaes 1€, tratemmentRde da g:alai:uo&hée, hded r tegidive
ou un cﬂ.?‘@e’w’%;b hhmocg'adﬁmdwmmepm-dw eu dp des piclactinémip ou pohdutilisetion
pyri d?? 8 n delalaf@ionr subst i t ues par de Mal ogbne ou des gr oupes

gﬁt h{&g?‘?‘%‘%%)’é’w’%%“&%%' signifient enserrb'l e -(CH2). - (CH2) 5-

1. Procédé de préparation d’une benzolglquinoléine de formule |

50

55

(1)

60

dans iaquelle les cycles A et B sont condensés trans et dans laquelle
R, et R, signifient chacun indépendamment hydrogéne ou un groupe hydroxy ou méthoxy, avec la
65 condition que R, et R, ne signifient pas tous le deux I’hydrogéne,

ST




R signifie un groupe al kyle en C 4 ou pyri dyI e, ledit groupe pyridyle

6t ant Bventuel | enent substitue : 0 ar de |' hal ogene ou des groupes
néthyl e ou nmethoxy et R et RI O 53 ﬂ'ﬂl?sdh&'hn i ndependamment

| ' hydr ogeneg ou ufneﬁ}yglip aI e en 3 s;gnhifient ensenble -(CHZ) e- ou

- (CH2) s- o Y bl e_gi N
accept abl_eN NIR,IR,QTPOSE, orrre re O—l]ég(h)u Ry fornme zgﬁﬁn selgsﬁ qugE N
proc6d6 congy erhi,Emgénea,)mpg}uapelﬁywap@,Lgtlon d' un conpose de formule 1
H 20525 Ry signifie I'hydrogéne ou un groupe alkkyldl en C,_; et R 2 dans

| aquel | e | eBy & fiae@vﬂroaénesnsmoroemmesCt-u-aahénvlﬂpu pyridvigplesdjt graupesihgnyle ou

chacun i FM(%Y ¥at uef ;e Bﬂ'ﬁe"‘?'%{lgé’ 9’ givle ol mathaxy1qutien
30 quo R g et g iy 1 hﬁl rid grou B— ?l\;elﬁ%em ﬁﬁ%&#
si gnidiepys o Q\Esg; sl otre eritie ou -

estorifi 8 €A, %t Ghac |d?f§BerJdS|%m%h OtlydidgBhd 68N g gsé.rauﬁﬂs eR@YL, dwlsignifient -

“formul e 3nsehfb|a‘a.mnzg.aous.owngyrt.r e un conpos6 de fornul
ox 40 ou d’un ester physiologiquement hydrolysable et phystologlquement acceptable de ce composé, sc.<
(*) 45 forme libre ou sous forme d’un sel, lequel procédé compremd:dans | aquel l e | es cycles A

et B'Sont c¥meuniadsénaratins d'ux compesérdedonmpleyl oupe bonzyl'e ou alkyle en C, .4
et R RR" t R& ant les significations indi quee'E pour la formule 1', A un

clivage afin d'limner |e groupe benzyloxy ou glcx en d,~, 6 50 b) pour
| a preparation d un conpose de forxul ~~~ 60 .
4. dams laquelle les cycles A et 2 trans, R3' signifie un .
groupe al kyle en C, . 4 et R', R lges |si gnlflcatlons i ndi queds )
our- la formuile 11, alkylati ‘ age deyformule 1' comme- do6fi ni
65 - plus . haut pour |ntrodu exin Cl .4 en position 1 39’
| 5> 1 1111111212117311111 1111111111 * . 9; C
L M s = EP 0 07 754 Bl c) E?Ur | a preparatlén d' un conpose de
formule 13 s5R 3 10< R *

t13) R dansTaqleneles ot A & B 2%t 6dhdbmds flad, B sont condens6s trans, R4"
signifie - NHSGQN( BlghiRerD cbatun id8pdddamnientd I’hyidrogéh o6 uin igkdupe miéthaxg, avec la condition

si gnPe i cave Brist Ra\ae gignibient pasitous lesidewsiliydrdgéad, 20 Rl' et R2' ont les
significati 9'?'%?5 va'a'CPUfm gu +CH,$fy op MQW‘Q!"’Q Au o0l estérifié et
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dans laquelle les cycles A et B sont condensés trans, Ry’ signifie un groupe alkyle en C,_4etR,’, Ry’ et R}
.ont les significations indiquées pour 1a formule I', Iatkylation d’'un composé de formule I' comme" défini
65  plus haut pour introduire un groupe alkyle en C,_, en position 1,
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'35 dans laquelle les cycles A et® B sont condens6s trans et RI', R2' et R3
~sont tels qua d6finis plus haut pour_la for IaJé , avec un acide
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(v) RI2 2" t _ R,! R2 dans4l aquelle | es cycles A
et B sqpt condensis trans, Z signifﬁe un groupe carboxy-estt ;fOet R
RI," et *1 sont tels quo d6finis plus haut pour la formule 1', 15 e)
pour | a predaisjubleslcydids AATBRSAR ddRddnSbsrdng, | S R 3 20 .
N 'K, ( I5)R2%ignifie —NHSO,N(Rg)Rys ou —NHCON(R,IRE! R4
2 dans | aquelRseRy et 8,0t les sighificdtiohs indiquées ol Iermulg lasts, 30 R1" et R2"
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dans Iaquaelle les cyclgs A et B sont condensés trans et R,’, R,’ et Ry sont tels que définis plus haut pour la
formule I, avec un acide aminosulfonique ou aminocarboxylique ou un dérivé réactif de ce composé, par
exemple avec un composé de formule IVa ou IVb '
' 40 .
=u; va) | | ' (Ivb)

45 dans less:uelles Ry et Ry, ont les significations indiquées pour la formule ), ou un dérivé réactif de ce
composé, . _
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Siaqs_ laquelle les cycies A et B sont condensés trans et dans laquelles R,’ et R;' ont les significations
indiquées pour la formule I' et R, a la signification indiquée pour la formule I, I'hydrolyse d’'un composé de
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50 14 condition quau moins un de Rk...et R2"', signifie un group. nbBthbxy
et .R3 &t R4 ont |les S|gn|f|cat|ons |nd| uées pour la fornmule 1, a un
cli'vage du groups Mhar, :. la EBa&O%ﬂMrB‘!benzol gj qui nol 6i ne de
formule I commo dMinie pI us haut dons | aqueld e Rd signifie un groups
carboxy ou un dé6riv6 r6actif. de ce conposé, 5250 une am ne de fornulo
"HN(R&), ou Rg et R7 ont 55 |es si nlflcatlo s i Adi quées pour la fornulo I,
pour pr6parer |es. benzoi gl quine orrespoddantes de fornul a

1, ousla r6action d uno benzol I dgf rmulo | tolle quo définie(V)
pl us haut dans | aquelle au noi g™

R2 et R4 signifle un
groups hydroxy (dens |e cas &8 RNt

oups hydroxynet hyl e-(dans
ile cas de R), ou d'uno- beRf'o[gq ui noI6| ne de fo lo | tello quo -
Ld6finie plus haut dans |aquell signifie un groups carboxy ou un d6rivé
geactlf de ceconpos6. avec un 60 %10| de appropri 6 ou un-drijv reactif de ce
’conpose ouavi ec- un al cool approprie, pour préparer |la benzolgl - qU|noI6|ne
‘acyl 6e oudasstaguelie lescycles A ebBennt condensée trbes; Awigaifie un groupe carboxyRstéatis eifdd.’ ot
“‘conpose d¥@nt teisrAvedéfinis plup hays peyr ja G%"‘-'f'orms libre ou sous forms d' un sel.
"2.. Pric6de LAPBY 18 Rréparatan g eqeRes depﬂSﬁ‘P'el a preparation d' une
benzo(gl qU| nol dine de formule | conme illustr§ Ala revendication 1, dari
laquelle |'un do RL et R signifie | hydrogeneyat t'autre signifie un
groupse 65 hydroxy, 41 ’l c L' R S * 2P
0077724 Bl R3 signifie un groupg gnifie -NHSO2N(R, )R o. R
signifie un groupe 6thyle et R oppe 6thyle, 5 - oU un esttis
Yhysi ol ogi quenent hydr ol ysabl e _& @t acceptabl e de ce (1)
cohpose, sous fornme libre ou Br e~ un I-1\3 Proced6 selon | a
revenglg cation 1 pour la pre de |l a 4.
1- n- propyl - 3a- di 6t hyl sul f anoyl am rg*8-
hydroxy-1, 2, 3. 4, 4aa, 5, 10, 10aPoct ahyajro benzof gl qU| nol 6| ne (racim que)
i equel proced6 conprend la fait de sounettre la
1-n-pr opydansaqdelﬁtwgntyslasAm)sblarmmnsésrtﬁtIhoxy 1, 2, 3.4, 4aa, 5, 10, 100a- ct ahydr -
o- 103 Dbenfol of smfenm@acan u\démgr!va nidiyeipaAneuanIgEquPe hydroxy o éthensy. axec la
prepar atl‘i9ﬁd‘éf°'E| E"é: “\ Vdf?GYrrﬂ‘end 1 e n6l ange .d' un
conpos6 d gf{ﬁé “f’ﬁ“:"it - Qfe s ce 6fini a la revendication 15
sous forne re vos ou§f" sel phar maceut i quenment accept abl e,
avec gh v6hicule ou un dil uant phar rraceutl que. 5. Un proc6de selon |l a
revendi cation 4. dans |equel la benzolglquinoheine est I a
1- n- propyl - 300di ot hy- 15
sul f anoyi ami no- 6- hydr oxy- 1, 2Z3. 4. 4aa- 5, 10, 10ag- oct ahydr o- benzol gl qui nol 6i ne
(racém que) sous forne I|bre o SQ foli,* sel pharmaceuti quenent
-accepfoable 6. Uilisation d' un seAde foglr:uqle 1. 11.1, 2,1.14, i5 (V1)
\comre d6fini -a la revenr'icati g = I

bre ou sous forme d'un sel
\glar macout i quenment accept abl e ~d" un nodi canent -
appropri 6 pour le trai tementR]a'e cgndi t| ons ou de ubl es ayant une
6t hi okdgi e conprenant ou associ toR?"'I a.20 sécrotich de |a prol actine, le

trai tenent de | a rral adi e de Par ki n§on, ou d' autres condi ti ons de% ant 6tre

traitees un a nt dopam ner gi que. *7. ‘Utilisation selon
l'a reven 36 e W°§ °b%ﬁi'6| n Fé?df&'}F-ne est tello quo définie A la
rm/en Q’ tR, sgg f'e hydeoxy gu méthoxy. avec

reven meﬂ::ﬁs iﬁn ek te ; (e;‘g? r% ‘gﬁﬁwm approprie

pour fI utgddéﬁgé ntion do |la prolactino; 9.

Utilisationfda mmrmﬁﬁ&eﬁﬁfmdm&é.ae Jsé?fohﬁme D@Hnﬁﬂ& U&thid'plGd/havt BSHsNaduBlle R, signifie
pr epar at iunrgrolipsicarnody QLuTEdbrive Bactis e cdcdpsposé, lavet unelafiiid Ay Tolmne HNR,L, 63 R &, Bht
de | asgalles tsignifiestions dindiquéesu pows lap fGrmulanJi ipoerprépacer| leay bagolglyirdléines amidées
hyper pr olﬁﬂﬁmemwedm } ou [prréaction diveerbenzoiglquineléine Qetfprmtdai telie) queyddfinie plus
i nhi bit elﬁa elle au moins un des restes R, R, et R, signifie un groupe hydroxy (dans le cas de R, et R;)
: u un groupe hydroxyméthyle (dans le cas de R,), ou d’une benzolglquinoléine de formule | teile que
" . définie plus haut dans laquelle R, signifie un groupe carboxy ou un dérivé réactif de ce composé, avec un
60 "acide approprié ou un dérivé réactif de ce composé, ou-avec un alcool appropné pour préparer la benzo{g}-
quinoléine acylée ou estérifiée correspondante de formule 1,
et la récupération du composé de formule 1-ainsi obtenu sous forme libre ou sous forme d'un sel.
2. Procédé sslon la revendication 1, pour la préparation d’une berizo[glquinoléine de formule | comme
illustré A la revendication 1; dans laquellé I'un de R, et R; signifie I'hydrogéne et I'autre signifie un groupe

65 hydroxy,
a . l IIIIIII "ll" III" "III " ||||
. . * € L M S %




I act at’i on.

~

10

15

20

25

30

35

40

45

50

55

60

65

30 35 40 45 50 55 60 65 42
=P 0077 754 B

R, signifie un groupe n-propyle,

R, signifie —NHSO,N(R,)R;0.

R, signifie un groupe éthyle et

R, signifie un groupe éthyle, ’ ' .
ou un ester physiologiquement hydrolysable et physiologiquement acceptable de ce composé sous forme
libre ou sous forme d’un sel.

3. Procédé selon la revendication 1 pour la préparation de ia 1-n-propyl-3a-diéthylsulfamoylamino-6-
hydroxy-1,2,3,4,430,5,10,10ap-octahydro-benzolglquinoléine (racémique), iequel procédé comprend la fait
de soumettre la 1-n-propyl-3a-diéthyisulfamoylamino-6-méthoxy-1,2,3.4,4aq,5,10, 10aB-octahydro-
benzolglquinoléine 3 un clivage du groupe éther.

4. Un procédé de préparation d’'une composition pharmaceutique qui comprend le mélange d'un
composé de formule |, I', 2, I3, I4, I* comme défini 3 la revendication 1, sous forme libre ou sous fcrme d'u..
sel pharmaceutiquement acceptable, avec un véhicule ou un diluant pharmaceutique.

5. Un procédé selon la revendication 4, dans leque! la benzo[glquinoléine est la 1-n-propyl-3a-diéthy:-
sulfamoylamino-6-hydroxy-1,2,3,4,42a-5,10,10aB-octahydro-benzolglquinoléine {racémique) sous forme
libre ou sous forme d’un sel pharmaceutiquement acceptable.

6. Utilisation d"'un composé de formule |, I', 12, 3, I4, i* comme défini & la revenriication 1, sous forme
libre ou sous forme d‘'un sel pharmaceutiquement acceptable, pour la préparation d'un médicament

. approprié pour le traitement de conditions ou de trcubles ayant une éthiologie comprenant ou associée 3 {a

sécrétion de la prolactine, le traitement de la maladie de Parkinson, ou d’autres conditions devant étre
traitées par un agent dopaminergique.

2. Utilisation selon la revendication 6, ol la benzo[g]qumoléme est telle que définie 3 la ruvendication
5.

8. Utilisation d’un composé spécifié 3 la revendlcatgon 4 ou 5, pour la préparation d’'un médicament
approprié pour {‘utilisation comme inhibiteur de la sécrétion de la prolactine.’ _

9. Utilisation d"'un composé spécifié a la revendication 4 ou 5 pour la préparation d’'un médicament
approprié pour l‘utilisation dans le traitement de la galactorrhée, des troubles pré-menstruaux, de
I'hypogonadisme hyperprolactinémique ou de la prolactinémie ou pour l’utlhsatton comme inhibiteur de la
lactation.
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