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The conpounds accor drpg & @ invention may, for exanple, co
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represents a hydrogen l!l——-(CHah—N.——'CH—CHz - _'(I) :
Ra he - e
wherein '

Ry, R; and R,, which may be the same or dlfferent, each represents 2 hydrogen

. atom or an alkyl group containing from 1 to 4 carbon atoms; -
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either R, and R,, which may be the same or different, each represents an alkoxy
group contzining from 1 to 4 carbon atoms. or together represent a methylenedioxy or
ethylenedioxy group;
- Ry represents a hydrogen atom, an alkyl group oontammg from 1 to 4. carbon
atoms or a benzy! group;

: . either R, represents a_hydrogen atom or an’ alkoxy group contammg from’ 1 to 4
~ carbon atoms and R, represents an ‘alkoxy group containing from 1 to 4 carbon atoms,

. or-R; and R together represent a methylenedxoxy of ethylenednoxy group,
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m is 1 or2;and

nis2or3; - _ _ L

and acid addition salts thereof '

_The compounds according to the invention- possess mteresnng pharmacologlcal pro-
perties and, in particular, in general, a. hypotenswe and heart frequency decreasing
activil

gwxll be appreciated that, for pharmaceutical use, the salts referred to above wxll

be physiologically compatible acid addition salts but other acid addition salts may find
use, for example, in the preparation of compounds of general formula I and thexr' .

physiologically compatible acid addition salts.
" " The compounds according to the invention may, for example, comprise. those
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2 atomor an alkyl group containing from21 to 3 carbon atons; either [err]

and R4, which nmay be the same or different, each represents an al koxy group
containing from1 to 3 carbon atons, or together represent a nethl enedioxy

or ethyl enedi oxy group; [err] represents a hydrogen atom an alkyl group -
cont ai ni froml to 3 carbon atons‘or a’'benzyl group;:and either [err]

repr esent " hydrogen at-om or an al koxy group contain- 5.ng from1lto 3.

car bon at\g 3 and [err] represents an q,sgg)m group contar n| ng. from1l:tg 3 \J
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prepar ed. accor di n| = . esses c‘]ﬁ ' o o
processes' constit Jpglﬁ;aufﬁﬁn&fnthe present invention. a) '
Reaction of a corrp un forrrula 1, %Rj’j.___.BZ R3 30 . (wherer n [err] m .
and n are as herer® nbefore defined amd Z ...%sents a Ieav- 30 ing group '

' .-j(cr-@p‘ al kyl-sul fonyl oxx(ndr

e.g. a chlorine, brom.ne:or iodine. at ey
y ON—f-O-KmQ),a—-I-i| (wherein [err] are

aryl sul fonyl - . OXY group) with a conpay,
as herei nbefore defined). 35 jeaction is optionally carried out

in the 'presence of a solvent e.g. 't"her Petra- - 35 hydrofuran, 20

met hyl for mam ge, QixpgddR], R lﬂ,dﬁand(ﬁla@&shy&ﬁ&&oi@deﬁﬁbﬂ,andlhlr@ﬁ@dﬁemﬂme or _
benzene, -and %onvg&grm Lflghl:}}:phniw’pe ¢ o iedineartonf r grralkifenylotyeor ptylselfepdndi ng on
the reactivity. of OW@)UW@“P%?@?%P)}H’ however, the reactionis .. -
effected at the boiling point of thesreactlon mxtureR The presence of an

aci d- bi ndi ng-agent such as, for 40 exanpl e, Fh 2 cohol ate, 4ff. al kal i

metal hydroxide, an alkali met aIH bergH-e—eHg—poRs- - 40 ss car bonat e _
or a tertiary organi‘c basé-e.g. trrethy] anmi ie or PYMN.di ne and/ or of - an B
i odide as a reaction. accel erat.or. such &% for exanpl e Iff’ot assi um i'odi de -may - -

al so be of advant age: b)& %sq{ctm&masmld@ﬂe@f formula.l vV, .R3. 45 35 S
(W 354 5 ! “The reaction is optionally carried out: in the presence of a solvent; e.g. etherb’enz - | =
: hydrofuran, methylformamlde, dimethylformamide, dJmeﬂlylsulf%xlde, chlorol e;c . B
or benzene, and conveniently at temperatures of from — 50 to 250 C depending. l;’:xhn
‘reactivity. of ‘the group Z. _Preferably, however,. the reaction.is effected at. the ; g
pomtofthemctmnmrxmre The presence - .of an acid-binding- ‘agent such. as, for ©
40 example, an alcoholate, an alkali metal hydroxlde, an alkali metal carbonate -e.g. poftrasp o
' sium carbonate or a tertiary organic base e.g. tricthylamine or pyridine and/or g at; _
" jodide as a reaction accelerator such as for example potassmm mdlde may also e o
advantage N R , _ A .
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3 (wherein [err] and mare as herei nbefore defined) with a conpound of
formula V, R6 R8 (wherein [err] and n are as herei nbefore
defined and Z represents a | eaving 5 group e g a chlorine, brom ne or
i odine atom or an al kyl sul fonyl oxy or aryl sul fonyloxy 5 group). The
reaétion is optionally carried out in the presence of a solvent, e.qg.
acet one, di.met hyl f or manide, di et hyl sul foxi de or chl orobenzene, and
conveniently at tenpera- tures.of fromO to 150C depending on the '\
activity of the’ ‘group Z Preferabr_. how ever, the reaction is effected
o " L3¢S9t ure. The presence 10 of 3an
%gfgrndln _ ,néhcﬂud& uﬂoﬁaﬁxammhﬁwdag holgte, —am F kat+—ret al
oxi de carbonate .e. g. pota |unrca & an alkali
netal am de, an- alkall netal hydglde e.g.- sodlunlhydrlde or atertiary
organi c base e.g. trlethylanrnelor pyr - i di ne_and¥or- . of ‘an.iodide as a
Jeaction accel.erator séth“&ﬁ%—#ﬂp—axanp@% qﬂ!}'Slun115 (V)IOdIde may al so
*be of advant age. A= 15 ¢)
Reaction of a conpound of formula \Re. (mherein [esr] “tand h are as

..herei-nbef or(wheleih iIR}eR}) RQIR, qugggtagll tléeEeoi Wi t h a corrpound of formula Il

Vas her e} nbFYP&-edefiloniag) brdmme oxgmﬁl#a activat ed
~hydr ogen. ) ‘ or aryls °ﬂy1°xy 5

20 ‘The r eactih Hb,ﬁ,a,ﬂ%é rdut i tbupreseﬂcetohe sBIVéas QICA hydr ogen and
pal I-adi um’ Uatsaf&oalatoﬁ"sti! Sod canseniendy 4 8 etg&es at nosphere.

_ The relct i GYFmithe seaction & effemindl Wt 14 boRg Eff"@&@nl’f@fe@bly,rmwhanol et hanol
di oxan %F:“ Al $FG ehedscfior %e,ai{;lgk aetamaﬁﬁ 0 td#0[err],

rmst -pr ef ensfal hydtideQdp }g “m Qfponate, ag] pl kalRﬁaGltdng& e ;:orrpound of

for rruI 2 VI fdine and/or of an jodide as g mma tmcmy °‘t§“’“c eg. methylamﬁéo;( rein  [err],

m and3n alPtidemaypise b of pdamnge. de c?ﬁl e 'és‘ifﬁﬁbdﬁfnﬁa'éﬂk»fmm VIIl, R7 RS

30 (whgyr %Lle&r] and |err] are as hereinbefore defined and B

.represents a | eaving gr VL, 3 chlorine, bromine or iodine atom’

or an al kyl sul fonyl oxy or arRyI sug(f onyl oxy The reaction is optionally

carried out in the presence olvent, e.g acen nethylene chloride,

_di net hyl f or mam de, di nethyl su T den ) “chi 6r obénzene and con- 4

© 1,548,844 4 venr%‘ﬂ?ly at tenperatures

of fromO to [err] dependln on tHe react%"ﬂty %ﬂothe group Z. Preferably,

however, the reaction is effectedoat the boiling point of the reaction m x-

ture. The g n._aci d -bi ndi ng agent such as, for exanple, an

al cohol atmmpﬁmk % ?feiebefoanﬂeﬁieh)abﬂanmtaﬁhm@&%ﬁ”ate €.g.

pot as¥i uma3etimigb hpkrezernr  a tert '8 defined rigy shti Rresive of amcauyl et hyI ani ne or

pyridi ne @ﬁ‘% prefalabijecafizd au r;.ea,g | er at 5 such as, for

exanpl-e, Chprpssuzes VR dtinGePibres. of a corrpound
of for rrul ablybrmmfémﬁgfm“?ﬂwwgag&Mrsam q,r,§erdef| ned- and

eit hﬁr fpLe- sent s grouﬁmﬁfpmf‘ﬁbhfr@ 20t080°c
10 afd- Y m%“&’n@mﬂpﬂoﬁnﬂawmula R s

(wherein R;, R,;: R,, R,

formula VI, R 0 8 are a5 hereinbefore defined) with 2 comppound of

Z——CH——CHao— (VII)

' (whexem R, R, and R, are as hereinb )
. before defined e
eg a chlorme b ned and Z represents a lea ing group 30
: group) > bromine or mdme atom or an alkylsulfonyloxy or aryls‘:xlfonyloiy

: The reaction is optional
; methylene chlonde, dul:; ly carried out in the

30

presence of a solvent, €.8: acetone,

ethylformamide, d:methylsulfoxxde or chlorobenzene and con-



OH the noiety [err] in. Y being attached to the group X or X represents a
group 1515 of fornmula R and Y represents a group of fornula [err]
and m.bei-ng—as—herei-rbelore—detined)—whereby the desired conpound of
formul-a | is obtained. The reduction is preferably carried out in the
presence of a solvent such as, for 20 exanpl e, glacial acetic acid,
wat er, ethagol or ethyl acetate. Reduction may, for 20° exanple be

ef f ect ed bans of nascent hydrogen, e.g. by neans of zi n¢ in glaci “al .
acetic aciy 4 nin hydrochlorrc acrd orhgggﬁil) chlorrde in hydrochlorrg \_,
acid or by meefs—e —Satfahytrearty—ae TR AL A PR A A el e RO e

g 0n debactiviy o
; e sd. g’
reduction are from alﬂh&ﬁﬁl%&é@@ﬁ%ﬁm

enbodi nent of ﬁhrsommucbss 8- feaiech: Ewﬂh@NﬁV@hémE@ﬁ%Uﬁndwokmﬁqﬂﬁﬂma IXS _
represents a group! BP‘%BFﬁﬁVﬁkGG”“mm‘ﬂVkGF’P% Adyantage. . o
30 ) -Hydrolysicy REduGRiBOHBEpRbd fP6iadxXs, R6 . RS
(wherein . [err] n and mare as’ herernbefore defrned) mhereby t he desrred
conpound of fornula | is obwained. 5 © _The hydrolysrs nay, f or
exanpl:e, be carried out in thgresghce of g°base such aspe. @&{assium

j drochl ¥cacid.

carbonate or in the presence hn. a0ﬁ®) &8s
An aqueous medi um such. as -‘aqugBt =t haltot "or . a ueod%. xan is preferred.
drolysis ar fronr[err et o the boiling.

We-fewedtamaauﬂesfmmﬂk

ot

poi nt of the reac-. tion m xture.. 10 . - The conpound of forrula Xa may,
for exanple, be obtained, eferablyurn situ, by 10 reaction of a conpound
of formila X é % » BncRa achp are a3 hempinbefors lefined end sither Xotepramd 7,

1 of
represents a |€avi QFBHb a'chlorine, bromine or iodine atomor an
al kyl sul fonyl oxy or arylsulfonyloxy 15 ghoup) wi th a conmpound of fornula
X, -15 (wherein [err] and n are’
as herei nbefore .defined). The reactron.of conpound of fornmula X with

t he conpound of fornula Xl is Optionally C rred out -in the presence of a
sol vent, e.g. aceto et hanol |form 20 - amde, -

di met hyl sul f oxi de 8¥F%§?ﬁ @“ﬁﬁ*ggT and conveniently at |evated
tenpera- 20 tures, e.g. at tenperatures of fr g 50 to [err]. The presence
of an ‘aci d- bi ndi ng--agent such as, for exanple,jan alcoholate, an al kal
met al ‘-hydroxi de, an al kali netal carbeqeaaﬂy;eﬂ4ertiary organi c base e.g.-
triethylamne or pyridine or i odi as.a regc- Jion accel erator
such as, for gqyanplf ag Foéﬂ g“?f’a‘&?"’%&"ﬁf aﬂr}‘aﬁfﬁd@@’%‘?“sﬁ)‘l’ 15
Cyclrsatron of a conpound of formula XlII, R, AR _

25 R1 R4 (wherein [err].-and m.are as her ei gbefore defined, one of ‘A and B

represents a Ieavrng group and the other and B'represents'a group of
fornula S o &H - o .

" and Y represents a group. of formula —~(CH;)w— Ry, R; and m bemg as herembefore
defined) whereby the desired compound of formula I is obtained.
: - The reduction is preferably carried out in the presence of a solvent such as, for
20 example, glacial acetic acid, water, ethanol or ethyl acetate. Reduction may, for 20
- mple,beeﬁectedbymeansofnaswnthydmgen,eg bymeansofzmcmglacml o
acetic -acid, tin in_hydrochloric acid or tin(II)-chloride in hydrochloric acid or by
means of catalytically activated hydrogen, €.g. by medns of hydrogen in the presence of
g -palladium/charcoal, preferably at a hydrogen pressuré of from 1 to 7 atmospheres.
25 . Preferred temperatures for the reduction are from O to 150°C, most preferably. from 25

25 t0 110°C.
.. In one embodiment of thls prooess, for example, X in the compound of formula'
IX representsa group of formula
. R
30 _oi,"offom_n_ila o A 30

. ~CH-—



el

;dlnethylsquOX|de or

_of an iodide as a reag

6 1,548,844 in which [err] and n are

as herei nbefore defined) whereby the desired com pound of formula I is
obtained. In the conpound of fornula XH . —preferably A represents a
chlorine, bromne or 5 i odine atom or an al kyl sul fonyl oy or

aryl sul fonyl'oxy group or B repr esents a chlorine; .5 bromne or. iodi ne
atom or an al koxy or .aryl oxy group.’ The ‘cyclisation is optionall rried

out in the.presence of. a solvent, e.g. acetone, dim nethyl forrra de,
met iyl ene qr;["psri de and.convien at ele- vated
' - ' ' resence of

.an aci d- )0 Hydrolybsotd:pm@ua@ﬁfnrmduxh as, for exanpl e, an al cohol ate, an

| kali mnetal hydrOX|Rde e g. g oot as- . 10 sium hydroxide, an alkali netal
bonate or a tertia ni c baserse.g. triethylgmne .or pyridine and/or

Udel_eratlor such as or {x yrple potas- sium
NFHréC —ofH la XI'l may, for exanple,
[

oy in S|tu 15 by rea of . a conpound of
5 (wherein.[err] and m

i odi de may be of advar
be obt ai ned, prefer
formula Xl I,

, b1
glr faf Zfeg'?%'? % cf,ﬁ%:&g o &@ﬁgg’g”bﬂ“ M?mxeﬁ?:%ﬁpouniagf? '?prrrul a X
€1 THe

as hegein ehydlolyiis @6k, for Boemmirbdt @fthd presamtt of Xibhse sighef erably Z
representss, agatbtassmnx:mlmams' mbfmm:sme an, @il wch 8% o&n Iydroghlorig| ky| sul f onyl oxy

“or arylsu pRQns g W‘“@f di P?rf roni ne or iodine
at om or ? or arys‘%&‘g’lﬁwdﬁ"pﬁ" re?%}%& rons Pf:?dr the reaction

of the corrpdmedmﬁﬁomim mﬂnaaXhhiay,\urtebaniphebemeﬁhwpﬂfeﬁﬁlyfmtmuya Xl jar e -
gener al | yreactionse a demspovridiobforminds Xt he cycl i sati.on above except that preferred
tenperatures are from Oto [err], erst preferred bei ng anbl ent 25

. terrper ature,

| . formula VII as hereinbefore de
~activated hydrogen.

X)
.25 h). Reaction of a conpospd. of éo_r_m& WARY; (vvherel(n [err] and [err] are
as hereinbefore defined) or a 3a| or ket al thereof with a conpound of
eq, in the presence of catalytically 30

30 The reaction is preferabfRy: carr|CBd out .in the presence of hydrogen and
pal | adi um charcoal. Preferred hydrogen pressures are about 5 atnospheres.
The react (WmstpRe&,fhrsabwareﬁ#ieG@bdm pleavingt hanol ,- et hanol
or- di pxan Bgé@mm %V“&P’W’W‘”&t?}r‘gss“'&“ﬂ?’fyom Olgo [err],
nost pref Y err i) for the preparation of conpounds of
gener al for mula | wherein [err] represents a. 3 hydrogen atom

Debenzyl ati on of a conpound of fi%r mula | as, I'nbefore. defined wherein
[err] represents a bﬁ;[mzyl g;,mLpN_@ﬁbeaﬁylﬁgls pre( }ably effected by
means of catalytically activated hy[drogen e.g. with hydrogeh in the
presence of pall adi.unf charcoal Prefrarred hydrogeie pressures 40 are from1
to 7 atnospheres. The debenzylation is preferably -effected in the presence

1,548, 844 (wherein Ry, Re, R, R, and n are as hercinbefore defined). Of @ sol vent such as e. g.
et hanol or e feataqxeofahecoalp@nd:drfom\iaeﬁ atec qitfmnels X3fis from 25 to

[err] j) 1 g e’ FFEI‘Ia I ere|n
.[err]20rep &gi“g, 'ﬁ@g’@ ) t n a?%h
Al kyl at i OBuch s,aoreﬁmpramdl ﬂde@kﬂ‘kil&h(ﬂfeﬁldﬂfmmd wher ei n [err]
- 0! Or,
repre- 5 ﬁesmm?;ﬁﬁmm,mz?mwmg agent.
25 g) Cyclisation of a compound of formula XII, . e 25
| | Ry
Re. G——(CHalp—A .(XII) g
Lo
_- Ry CO"“‘.B

" (wherein Ry, R;, R;, R, and m. are as hereinbefore deﬁned, one of A and B represents
e leavmg group and the other of A and B reprecenm a group of formula: -



Sui tabl e al kyl ating agents include, for exanple, alkyl halides e.g. iodides
and brom des, and dial kyl sul phates. Thus, for exanple the al kyl ati ng agent
may be-methyl iadide ethyl jodide isepropyl bronide or dinethyl sulfate.

It is preferred to effect the 10 alkylation in the presence of acetaone,
di met hyl f.ormam de or di oxan as solvent. The 10 alkylation nmay al so be .
optionally - cied out in the presence of “a base. Preferred al kyla- tion
tenperaturegfeye fromO to [err]. Wien it is desired to prepare a cohpound ..
of formula I™Qherein [err].represents a WERPAH group then phe alkylatyng6 -/
agent 1y, fo . .
formc:acid in mhlch case the alkylatlongis preferably eh}ected at the- 15

boi I'i ng- poi nt of the reacti on mxture. k)] for the pr ion of conpounden_/
of general fornula I-wherei n"T 7] “HenrebentdTnefry\_ggoup; Benzylation of . °
a conpéund of formula | as her inbefore defkned V\,herel n grr.]- repre- 20 '
sents a hydrogen atom

20 Benzyl ation may,, f ef f ect ed benzyl . hali. de.. "
Preferred solvents %ﬁﬂm g& e ﬁmgéég%“émmﬂ‘TMIWT ation .
in process (j) above. mBe. cHtforgila "RIY, pMf&d] D&ép%ﬁis'd&ﬁﬂnﬁﬁ&ﬁﬁ&%ﬁ in

t he presence ob a -b@s@amﬁmage&ﬂwaMbmé M Bréprdﬁ;éachlﬁmﬂﬁSl T &d,

be converted into Ie'aC|d'add|t|on

salts by reaction \m,ﬁeh,y'_’ méd '_ -,' dsEif , ; #u-dei

for exanple hydrochhxe;d S b Iprio +150  presence @ ' oo
tartaric and rtﬁl e| dinding D! ogdﬂelamhlkﬁmmllhwmﬂdb,,egltdms- TVvioy,
VI, VIE, VIII, ﬁﬁ:ﬂg leas bpse, vipminer at ure
or may be pr epar ed e SRS 5L anwﬁ"é‘"n PET S50 &% %meﬂ%the i
literature. The compound of formula XII may, for examipleiRIobiiél) PlefraBly GAHROUN of :
formula IV maylee @bmefatyymzoy@dqummﬁf a conewﬁﬁpound of foryrrul a: 15

(wherein [err] and mare as hereinbefore d fined and [err]: represents an

al koxy 35 - or alkylthio group) in the ;esence of an acidic
condensati on agent e.g. polyphosphqglc F d, see,S. Karady et al.

J. Org. Chem 27, 3720 (1962) ]. ?Wﬂ Ta 1V t hudX&H) ai ned nay-
be converted into a conpound of fornu VI or VILI by neans of- :
al kyl ation: A conpound of formula IX \ e obtalned by sel ective. reductlon

of a corres- 40 pondi'ng -car- bonyd'-derl esive (.see Bel gi an ‘Patent o
SpeC|f|cat|on No. 819 651) V\Ath a 40 corrpl ex netal hydride.- As al: ready B
nmenti oned above,’ Kaglgé)‘;lq;er}g g&ﬁw%ﬁ

i nteresting phar ma %hd:

tested exhibit a sslwnbdaerda‘mnd Iﬁnbcpqamyddiebmxﬁgpmabmz yepasnmll as a
m | d hypotensi2e eghicsiay, bromie 9!5°dme atogy ﬂﬁﬂ%‘ﬂf@?}" ﬁ’é?"&'F“'fP’H Sfa“lﬂ“&

their physi ol ogi calf IR bopee borag dof fom ZRT with heUs ef ul

in the treatnent Oﬁoﬂpeﬁhaﬂ&kﬁﬂﬁxlﬁﬁ%ﬁﬂeﬁllﬁih&cdes&w&t e |cycli@bién0abing eg@gtonar y
i nsuf ficiency. For thei grefetred ttémepesatukes G Iflgmc@npdm@smmmeefmweldg vambientr egar d

to their bi olo%;ﬁca Wi ¢ es: A D nethoxy - 3,4 - dihydro -25H
- isoquinoline - )% éf dldfgm&%l\g’o [N - methyl --_(_.2 (3 4. -_

di met hoxyphenyl.) - et hyI - am nopropane hydr ochl or| , - .8 L

1, 548, 844 .
3,4 -.dihydro - 2H - |squ| noI i ne6 L "%ne 22

: (wherein Re, R, and R are as herembefore deﬁned) or, an acetal or ketal thereof wnth : _
a compound of formula VII as hereinbefore defined, in the presence of catalytlcally oo
30 activated hydrogen. 30
. - The reaction is preferably carried out in the presence of hydrogen and palladmm/ ’
charcoal. Preferred hydrogen pressures are about 5 atmospheres. The reaction is pre-
ferably effected in the presence of methanol, ethanol or dioxan as solvent: and prefer-- -
ably ‘at temperatures of from 0to. 100°C, most preferably 200 80°C . '

35 i) for the preparation of oompounds of general formula I wherem Rs. reprfsenns a 35
hydrogen atom: .
- Debenzylation of a. compound of formula I as hercinbefore defined wheran R,
represenns a benzyl group.
o . Debenzylation is preferably eﬁected by means of catalyt:cally acuvated hydrogen PR
40 - eg. with hydrogeh in the presence of palladium/charcoal; Preferred hydrogen pressures 40
are from 1 to 7 aunospheres The dcbenzylatlon is preferab]y effected 1 in the presence



3

[N -{2 - (3,4 - dinethoxyphenyl) - ethyl} - am no] propane hydrochl oride, C
=1- [ 4,4 Dinethyl - 6,7 - dinethoxy - 3,4 - dihydro - 2H - isoquinoline
-1 - one- J2-yl] - 3N-nmethyl - N -{2—{3;4—-dithoxyphenyl)- ethyl)
amnol 5 : propane hydrochl ori de,

5D='1-[44-Dirrethy|-67-d|rrethoxy-34-d|hydro-2H

i soquinoline’ -1 - one- 2 - yl] 3- [N- (2 -(3,4.- dlmethoxypr@/l) -
“ethyl) - am no] -, propane hydrochlorle and E11[78_D|methoxy- A,2,3,4 -
: terahydro - BH- 2 - benzazepine.- 1 - one - 2- 10 yl] .- 3-[N -
\'ﬁet h§l - N- {2 - (3.4 - dinet hobSdBBiny| ) - ethyl) - aminol.- 10 propane

hydT ochl mfladavena'hetx acé.g. \ethanol oneﬂmaeemefmemmﬂp& t&di;erahﬁéstof conmpounds was
st ed orfrome%0 WECng groups. of 2 to'4 cats of both sexes with a body weight

I reS. ot E?AE i@&%ﬁvﬁﬁwﬁﬁf 3 R Ol Sl L e (40

ng/ ms of ¢ Imu'yhm:s& acdfpound) éffbronia stﬁérbmmoreaﬁﬁrre&qumnem repre- 15 sThe test
conmpound %P?QWM%HPWEH duo enym.as, an aqueous
8

sol utionﬁ aﬁ% SRy ‘Eﬁ]%‘ gﬁﬂﬁ;aph bef ore and
~after adrn,‘me,seth hoaide, g,'p-'y; '. --j’egga, ass tachograph

f r omoan elbshﬁanonah«j dnmd(ymmniddbaumiaead olvent. The 10
20 The f cilvlatign, bF d?tnen the:prgtencs of arhase; Preferred allglgs age -
Decr ease ‘6F %%g%"mﬁ L Blpdifl ' tollia ORRUIR, represeot D/ €O
fr equenc)he@fyﬂb&iﬁﬁen the alkyla Qag&t ple comprise of form- - 14
. >30 B aldehyde @nd3 formic .acid in which case the3s].kylanon is preferably effecned a8 A LS . - 1.0
i V. : bodmgpomtgﬁghereacuonmmure : >50 A . 10.0i.v. : - 116
-z 70A k) for the a&aﬁgn of compounds of gendéal fougt(;)la I wherein Rs represents>a 60 A 30.0
i.d. benzyl group 0.3 1.v. -
11 : Benzylatxon of a cqfpoidd of formula I & hereinbefore defined wherem R; gep.te- "
17 B0 sentsanbzd'gser'vm 24 ﬁ'?j} c2 0.3
o i Benzylatio y, for example, be effécted by means of nzyl halide.
1. V. solvents and tenfperatures are those described for. the in process T B
18 The benzylation may also optlonklly be effected inSheQresende. of a base.. - _
18. D . The Jco@pgunds, of general formula-I mg, if desired, be converted into then' 6 P ' 3.0
i v.25 gh g{ o %atnble acid acid:tlxlon salts by 1:1:\ nEmhha; ag:propria - _
: uitable aci u e drocElo osphoric, hydrobromic, 1c, :
15 lacuc,tartancandmagﬂfaﬁnmp y Bc s & i
> 20 Al doskHegeemminds be géneralt foulip AL ITH, a\o,pv,lwvmerwm m,ex,axpd Wit hout toxic

si de- effe%’tltmd“m@' re eitfjer knpwn from the lireratugsror may be B@W@MS 53 mg/ kg i.v.

- (ObS@r Vat pi:)rom WVmay 0 cyclizatjon of a - :
25 ‘Accor dj wet mfdher et At A bpaiped lf)yré'se_ntf ‘I'nvention there are

-9 For pharnaceut i e
their - RS l Y I

provi ded pharnaceutlcal conpositions conpri-sing, as active ingredient, at

| east one corrpoHnd ef . fmrmula | as herei nbegore dgfined or a

physi ol ogi cal |y (bl e acid additiorfsgal t “p&€reof in association with a
pharmaceutical c er ®tbxcipient. - 9 © (CHa)m 1,548, 844

nil ni st at i on the c _ undsNof ' gener.al formula | and

L i
: (wherem Ry, Rz, R,, R, and m are as herembefore deﬂned and R, represents an alkoxy
35 or alkylthio group) in the presence of an acidic condensation agent e.g. polyphosphoric -~ 35
- . acid [see S. Karady et al. in J. Org. Chem. 27, 3720 (1962)]. A compound of formula
IV thus obtained may be oonverted mto a compound of formula II, VI or VII by
means of alkylation.
_ - A compound of formula IX may be obmned by selecuve reducnon of a corres- _
40 pondmg carbonyl derivative' (see Belglan Patent Specnﬁcanon No. 819.651) with a 40
. complex metal hydride.
. As already mentioned above, the compounds accordmg to the mventlon possess
interesting pharmacological properties. Those compounds which we have’ tested ‘exhibit
: a selective heart frequency decreasing activity as well as a mild hypotensive effect. The
45 compounds of general formula I and their physiologically. compatible acid addition salts 45
- are thus useful in the treatment of pectangmose complamts, espec:ally chromc coronary
insufficiency.
For. example the followmg compounds were tested with regard to thexr blologxeal :
acuvmes
50 =167 - Dunethoxy 3,4 < dihydro - 2H - lsoqmnolme 1= -one - 2- yl] 3- S0
[N - methyl - N 2 {2 - (34 - dnmeﬂaoxyphenyl) - ethyl} - ammo]propane :
hydrochlonde, ' _



physi ol ogically conpatible salts may be incorporated into the conventi onal

phar ma- ceuti cal

conbi nation with other active ingredients.
be presented in a form5
Preferred forns include,
suspeéensi ons,

exanpl e,
parenteral .a

tabl ets, cofk!
e.g. for in ég

inistr
t abl
i on.

customarily &ngl oyed in pharnaceutlca

ation.
ets,

powder s,

suitable for oral

preparations in either solid or

liquid form optionally in
The conpositions nay,

f or
rectal or
for 5 exanple,

supposi tor4 es and sol utions
The active ingredient -may be incorporated in-excipients

caﬁpgﬁutlons such as,

-for exanple,g

talc, gum arabrc,
agueous or
veget abl e origin
di spersing or emul si
conposi tions

adults contain fro

non-limting exanpl €5
Exampl e 1. 1 - 6 7

one - 2 -

- anino] propane EUWS“Z'-
20 a) - (6,7 - TRl
2 -yl) -3 chlBro -Tare®

a solution of 8.0 gd@hh

di_hykhe
ﬁftﬁ%
t hereto and the resultant nlxture was heated up to [err] for 3 hours.
sol vent was then. rer‘}il_ ' < d

6, 7- di met hoxy- 3, 4-
di et hyl forrra ode
30 m nutes.

and the sol ution obt
conbi ned organic | ay

Yy beply '
supply a fixed dose of2 a@l]l-vaa |[Ng-r§z11esg<t

I 8C110S
non- aqueousp¥e

f
1a

raetiviey |

ers. _wereo

-if”‘ftﬁ:;%t

dryness. 30 3.2:

g (27.6%

:hgg&hs% -

Of aCtIVG in re |ent

isbeuiistolihtd 1 - one- :
ﬁ\rabmmyphm:mﬂm@eomby t he

qda

ed cohﬁ@und mer

‘éﬁ'-mg‘;ﬂ%
e followmng

é§ R - Yepapeeping of - onel-R-
 h{ek odimebenyphensl)o ethylhy prigol- 1. 10
on-hgd)& frequénzy of 1(13&& comsdumtmmeme usmget hyl-)

ed té

| aqmovrﬂ@—ona&m polygHpD befbre ofdl afier adminis-
Y, means 9t &, Grasyitachesraphefmmeep elfstrocard®OC f

e ARaRdthOlQnP Opane were then added dropw se
The

e

obt ai ned as. .a vi scoys oit__ ?nghronatograﬁﬂy on siflica g 85
(chl or of or 1 met hanol}= 1%0 err] value (e acetate): 8 b) ;'4 [6,7
- Dinethoy - 3,4 - crhydro-- 2H0-i.vi'sdqui roti-§ge-' - ong - 2 >511 - 34 [N -
nmet hyl - - (2 - (3,4 4 d| gggﬁxph-nyl) 1ﬁthyl) -'.amnoL70 propane 35 .
hydr ochl ori de : A . _
35 A solution of 1.4 g a4. 9' -mamli)d. of - 44 . >50 -
1- (6, 7- di met hoxy- 3, 4- di hydr d 2H-isoqui no- |ine-I-onej2- yI) 3-chl or oqpropane
in 50 m of chl or obgnzefte 3P€P@ux d for~ 3% hours 1ogeth§P°mrth 0497 ¢
(5.0 nmol ) or 3, 4-dijnet Boxy heosheth | -N-nethyl ami ne| 3.0 ga9f potagsi um
carbonate and a peaHled gpat-laffull of potassiumi-odide.: After cooling the
40 resul tant m xtjur eBt he [sotPd¥r esli due Wl filteréd of f dhd'the filtrate
was evaporated. The 403resrduggmas pgur i fi edagy chrofat ography on siflica
gel (chl orof ornf met Hanol =50:{1 to 30: ). The nmjor fractions were evapor at ed
and the base was prdcrthated 83 i s jhydro= chloride wi th etﬁereal o
hydrochloric acid. Yielg 0.4 goG1%jof theofgy). 45 “mp.- [err]
45 Exanple 2. 1 - [4,7 ij_qethoxy - 13,4 - dihydro- 2H - |squ|noI|ne -1 -
one - 2 - yl] - AIN-C(2 - (394Na'oinethox¥bhenyl) - ethyf%.- " anipo] - .
propane;hydrochlorrce_ab.wlafngd}.- Di et hoxy -3, 4{- dlhydgo - 2H}- -
isoquinoline - 1 - dgne - 2 -|yl]-"3- 50 . I[N -|benzyl . (2] (3,4
- di met hoxyphenyl) -} etByl) |- a@iwwo] - propa?e = B0 Prepéﬁed ana ogously.
to Exanple Ib by redctign of_1ibg§17_-.drn§tﬂpxy - 314- 30 > _
E | 20iv E - o-28 >20
Al d of the test com applied were toleraved thhout toxic slde-eﬁects. '
The LDMosl:gge mouse for testpoo.u;‘i:o&?d ‘A was 53 mg/kg iv. (observauon time 1“4 '25 .

 days).
Aecordmg to a yet further feamre of the present mvennon there are pmwded :
* pharmaceutical compositions comprising, as active ingredient, at least one compound of -
formula I as hereinbefore defined or a physiologically compatible: aczd addition salt' ;
thereof in association with a pharmaeeuueal carrier or excipient. - ’

25 .
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_ d| rret o] nyl))

«

9:

isoqui nol i
- dimet hoxyphﬁw{z uslye posm&EanP]be'forBﬁlQ@@Qsed u&ﬁé S a) 1-1[3-
ﬁﬁnsf

di hydro - 2H - isoquinoline - 1 - one - 2 - yl) - 3 - chloro - propane with

3,4 - di- nethoxyphenylethyl - N - benzylamne in' chlorobenzene in the
presence of potas- sium carbonate. 55 L .

t heory), _ 55 [err] val ue
(chlorof ornf net hanol = 19:1): 0.8. b) 1 - [6,7 - Dnethoxy - 3,4- djhydro -
2H isoquinoline - 1 -.one - 2 - yl]* - I[N- (2 - (3,4 - dinmetho henyl )
ethyl) - am no] propane hydrochlorlde Fydrogen was i ntroduced ov a
grrro- of 4 hours into a solutrqg4gnl2 17 g (4.2 60 mol) 1 ;: [6,7 -

: o3y ——8 crevats e - ‘60

or phannaccuncal admmxstrauon 'the compogpdg aen

Q 3= N t&ﬁ"& %%Zm?&gagbﬁtﬁef Zgl':i(ubif 1?2

pl’ opane i rother aeti Gdiond\] Q& e

s

i "°% - anino -
g peksefitedin dfdtrh @di uni.char coal

| (:30% Sat rsuipbletfe el: lmtepammtaland@tysonpt |emsB "hohe ingelleotpen, the catal yst
was fil term@uﬁl icofe lotey omasss WisRensioRssuPRatietiesiand yolutions €gThe r esi due was

L di | ved ted b
“ada b on &i‘mﬁ‘gﬁm"mﬁﬁﬂi‘iﬁ&%ﬁ“@jﬁmﬂ%{éﬁﬁg of theory)

on ffin den?twes,yglylcols, Fatiouy Nemngﬂélsmpng orN - {2 - ( 3,4

atives.

Exanple 3 mage &3 ‘aguegus-or dprragdeascehicles3fatty substimpdsrod - 264 -

Hydr oxy - yaﬁu;eildese £ aaivé) jigredient. Suitablélid H- iso-

qui ndPi neadul F@‘fmg Opmg.of artive § Memath | - N- {2 -( 3

-di met hoxyphe non-1 ge“mples é‘fﬁ‘yr“}m thepyeses fnventipg: opane 18

0.49 g (13.0: rrm)l) of sodium bogﬂmﬂérll de were added at [err] to a solution

of 4 0g (18- 18, InBimethorly -13,4 - @:ﬂydﬁ: - 2Hl} B@juinyline - 16 ofe -2 diipesheny - 1, 3 - dioxo
AH) - n;ﬂ ne = (@A-- dimethoxyghenyl] N ethyllet fagino] -Npropap® - (3, 4 -

- am(r}q] il eln rregié’?efroo an_ and 0 - of

water. Thé m: Iﬁ'o arne terrperature for 8

" hours and S ula g4e inlo}) ofisodich hydﬁ&b vh&ﬂad&d t@ﬁ sé!utibhal(BOg (41hyadoipchl oric acid.

Af t er, ext mééﬂmﬂvw-ishéhv@%mﬂwowlﬂgt%l Wot!ﬁ‘é diran % he or ganr c
s )

| ayer?® lﬁ [P _ . g@ 281 d: 325 g
(80% of t ﬁ%w%m &Zﬁ:’m éﬂh? 5 'TRE Sl Kevictae was 4 - dl hydro -

2H - isoq ngasnédumeaner ahd the 28ution ebtained was etedSeve@Nrmesm J:mdrofenﬂ.\l (3,4 -
di rret‘J,boxy ined exgpnjq lpyers were dried ovpssodium sulfate apd¢ % e héarochl oride
2.3 g of %n o A:’"-: %‘f‘@é%ﬁ’#g%‘?b‘f‘ml“f yiscops o b KMy oxy -

4, 4- d| met 1y yl' d ro- 2H --i squ| noline - 1 one
-2 - ﬁ’r) @% 34 .2 2&8 4 - e{r met hog&ypgegﬁ/ A - ethyl} -
am no] o G ‘?kydv’rr if9quige cic c®iré-acid. The
m xt u 5e obt a foﬁgxé(a"‘f “oFmshrgirah) 1%‘1%'@ gpino] 0 separate

the zinc dustA 6116 91 (4b$ Bhol)cus 1f(|6]7tdaﬁ&dx3a3]d.dm§mo.mhsbqumoe was evapor at ed
to dr ynesslmt-h-oneekxlm-cﬂlhe-pwemedu@mw chlodobeezeneewds [refluhid Serdheds | N chl or of orm

and the sdgagther; yigh 0. im amiges 30-81cous sodi um’
nydrogen CLg “I“?%r&%%@%%f” gwm%e and

evapor at € Qesidé) @asCpurifiel 131 ch fogr‘dﬂ?-oﬁldﬂlca gel (cibo dnﬁﬂndﬂ)ﬂntﬂhﬁmm ogr aphy on
silica ge|30 c)hmmi@ magtioust Weee rydporated arid) the wmmam@s itchyd@S was

(70%@§ theo

- obt ai ned wﬁ?g“‘g‘i“f’%{‘% cidt hereal hydrochloric acidi Yield: 2.2 g.'

179o£err deco rrp ). [err] val ue. (chI oroforn14g*et hanol

o Example 2. _
1- (6,7 - Dlmethoxy 3,4 - dihydro - 2H - woqumolme l one - yl] 3 [N-.:'
{2 (34 - dimethoxyphenyl) - ethyl} ammo] - propane hydrochlonde '

© a) 1- [6,7 Dimethoxy - 34 d1hydro . 2H - isoquinoline - 1 - one - 2- yl] -3< - o

50 © [N-benzyl -N- {2- (3,4 dimethoxyphenyl) - ethyl} - amino] - propane - - 150
'Prepared  analogously to Example 1b. by reactron of 1- (6,7 - dimethoxy -~ 34- "
- dihydro - 2H - isoquinoline - 1 - one -2 - y1) - 3 - chioro - propane with 3,4 -.di-
- methoxyphenylethyl - N - benzylamme in chlombenzene in the presence iof potas-
. sium carbonate. : : : _
55 . Yield: 2.2 g (69.8% of theory), S -8
' R; value (chloroform/methanol 19:1):

b) -1.- [6,7 - Dimethoxy - 3,4i- dlhydro 2H 1soqumolme 1 - one- 2 vl] - 3-
. " [N - {2 - (3,4 - dimethoxzyphenyl) - ethyl} - amino] - propane - hydrochloride
..~ - Hydrogen was introduced over a period of 4 hours into & solution of 2.17 g (4.2
60 mmol) 1- [6,7 dimethoxy - 3.4 - dnhydro 2H - 1soqumolme 1-one-2-yl]-- 60 -



Exampl e 4. 40 1 - [6,7 - Dinmethoxy - 3,4 - dihydro - 2H - isoquinoline
-1-o0one-2-yl] - 3-[N 40 nmethyl - N - (2 - (3,4 -

di met hoxyphenyl) - _ethyl} - am no] pr-opane hydrochloride 5.0 g (10.7
mmol) of 1 - [6,7 - dinethoxy - 3,4 - dihydro - 2H- isoquinoline- 1-one- 2
- yl] -3- [N- {2- (3,4 - di rrethoxyphenyl) - ethyl} - am no] . propane 45~
hydrochl ori de were -heated up to [€rr] i'n a m xture of 1.38 g (30 pmmol)- of

formc =~ 45 acid and 1.5 g (20 nol) of formalin for 1 hour. After coollng,-i :

the resultant nixture was made al kal i <)
hydrOX| de #®l ution.and the nixt h taied ~ABS—E Xt aetert Wt

chl orof orm -The o[- dastyl--oN a(nl-c(S,phaIMlomP@Yk)\/a', - goinal o BORARE By o’ ang
evaporafed in vddud of %&?ﬁ?@% Xoan) | ¥ .=.5011§£%grapw
silica gel (chl ' : idecwas A
evapor at ed gnd %%ﬁﬁy%ﬁ@f&&h@ﬂ@ﬂﬂdﬂmamis hydrochl ori.de" W|th et ereal
hydrochl ori'C.acid, Yxﬁldal (0622(3’2/gof(@%0f theory), 178-Jerr] . ‘Exanpl e .
5. 1- [6 7 - Dneth@kly -132-34°Cqj hydro - 2H - ISOQUI noline SR one - 2 -
yl] - [N methyk = :N-"{2 - (3,4 -Egldn;ﬂ}t_hoxyphenyl) “ethyl ) “* ami no}
-propane hydro- ¢hlp ,;Ldﬂm&hy@ @;70f di@libixy) FrB A llitiydre - <\Rlf isaq td ,anesol utd on
of 3.0 g (1.5 nol)- .- 6, IN Geethyl - H-n@t-t{é# dme&*wvfma‘? b' amigpl-_

i soquinoline - 1 PW‘PW“M of di et hyI 1 548; 844
11 formam de and,i-e: 3 Xbiyh by £ Biaincs SLEBEGHS ABlA: digticedHpiso [orr]
for 1 hour. J(ﬁﬁ?ﬁﬂm 1)- ond - 2 1] § 2- {N(&pﬁyl- :I(MX-MWP‘)‘?“ﬂ)fet hid -

met hyl ani no] - 3 chﬂlﬂut}e I—:_ i'ssol Sin 10 | B or mami de
" were then atided dp é13l: Eﬂ%‘r} é‘gﬁml_ = ﬁﬁg 1>< -L%l%o a-[, j}af.t ed up to
[err] for 7 hour 1;19[

wat er and the m w]epai@mlmeob maefmmtzeahlséV@Fram

chl orof orm.:The eirgdni eoinggymperatusgpfop 8 6“ g, o '- ' =X i n :
vacuo. The %Qude Qshlor rap Yy On- Sk T ca gel. The
S

hydro- chl ori de erfﬂa agj_r,egi(s opﬂl&ﬁy)pltatron W|th et her eaI hydr ochloric
acid. Yield: 0.62. g (10%:0f - theer o lme " 5
10 ExaaneG 1b)[6 7[4»4-' g o 'pjlng

- one - % N_y.:.. i I) amno]-.
pr opane hyd? chl or| ._; ChRe Ot waéadded w;izﬁ:gc(mtm@;ﬂl =; ""Bammrmaﬁﬁ-[ err} and )
at 5 atm pressurdﬁn&lwr 47151methoxyhciﬁsdlh %ﬂa '

t he addltlon of 2N sod| umjg

of 3.--[6, 7 di fdk{reedy
2 - yl] - prg
3, 4-di net hoxyphe livynesk 7
of pal - | adi unichan@baihed(\m

-catal yst was filt W

hydr ochl ori dg wa (ﬁ’wx

hydr ochl ori c aci * Yield: 22«(70%oftheory), : 20 Yi eld: 2.17

g (42% of theory) m:p @Wa) hoxy - 34 di hydro S2H-
|squ| noline - 1 =~ “"“‘%g)l 9[]@- gg (2 - (3

di met hoxyphenyl ) et hyI ) ‘am ne]. - pEgEpRet. hydrochl or i de - 2540
40 1- 6,7 = Dlmethoxy 3,4 - dihydro - 2H - ‘isoquinoline - 1 - one - 2- yl] 3- [N-_ -
T methyl - N - {2 - (34 - dxmethoxyphenyl) - yl} - ammo] - propane . -
ydroehlonde e
. 5.0 g (10.7 mmol) of 1-[6,7 - dimethoxy - 3,4 - dlhydro - 2H.« moqumohne-
_ '1-one-2-yl}-3-[N-{2- (3,4 - dimethoxyphenyl) - ethyl} - amino] - propane - 45
- 45 hydrochloride were heated up to 100°C in a-mixture of 1.38 g (30 mmol) of formic . _
: aexd and 1.5 .g (20 mmol) of formalin for 1 hour. After cooling, the resultant mixture’ ...
was made’ alkaline by the .addition. of 2N sodium hydroxide solution’ and ‘the mixture
- thus obtdined: was extracted with chloroform. The combined -organic phases were
washed with water, dried and evaporated in vacuo: The résidue was punﬁed by chrom- 50
50. _ atography. on silica - gel. (chloroforny/methanol = 50: 1). The major ‘fractions were :
evaporated and the base was precxpmated as 1ts hydrochlonde with ethereal h nc

c1d.
Yleld 2 7 g (52% of theory),
‘m. p 178—179°C. = .

35 hydro - 2 T3 N
T l - [6,7 D1metho - 3, A - dih ydro - 2H - moqumolme 1 one - y _
: [m’erhyl -N 3 (3,4 d1methoxyphenyl) ethyl} ammo] = propane hydro- :

“chloride B
. 0.5 g of sodmm hydnde were added to a soluuon of 30 g (14 5 mmol) of 67- -
. 60 dlmethoxy 34 - dlhydro 2H - isoquinoline - 1 - one ‘in 100. ml of dimethyl-- = g0



Hydrogen was introduced at a tenperature of 500C and at 5 atm pressure
within 4 hours into a solution of 2.6 g (10 mmol) of 1 - [6,7 - dinethoxy -

3,4 - dihydro- 2H - isoquinoline - 1 - one - 2 =-_yl] - 3 - anmino - propane
and 1.8-g -(10 minol) of 2- (3,4 - di met hoxyphenyl) - acetal dehyde 1n 100"
'm of ethanol' also containing 0.5 g 30 of pall adi unf charcoal (10% .

After absorption of the “hydr ogen, the’catal yst was 30 fiIter,ed of f and

the sol ution was ewvaporated in,vacuo. The hydrochloride was 'obtained by
pr\ecfl pl,tlat ion w t h et her eaI hydr ochl:oric aci d. Y| eld: 1.0g (22% of theor y),
m p. : \fert—35—— 1,548,844 : Exarrple 8. 1y

5wl:|| = .
31 lﬁ 7 - 8- ILS) CObtﬁhéilyﬁH&@u é e Grlv -2 -
yI 73 - [ N °1 °“L’% 7 miaif) é@wfutt"r& e Loy " ami no) -
pr opane hydr'tlmren: ¢ -mid Og 0 d“;g;

.| SoqL“ n8|.| n mxxgu-e_wm dlh)ted WltB Water the l:g r]é‘ﬂ‘))bm ‘Ol‘ 7 hOlll'S Aft{rNoohng rrEt hyl - N -
{2- 3,4 - digE} AEky ?getqgrdmcwmyuaym waid died and%}mgéf“d sevet 6.75 g (25

_. n}mll)of ﬁc?%f?g&asﬁim rgfﬁtﬂmﬁ 5thhse1:hydmmt:obi5tbhy A 8. °$§'3 g (25 mmol)
o] - - + Ol Pehlogiera - amno - propane
wer e rékluxed ‘Pagetl?ﬂe+l7i9‘rc 800m ’of ethanol for 6 hours. After cool - ing the
“mixture obtained, the solvent was renobved in vacuo and the crude I oduct

- was 45 wused in stage (b) vmthogy:amlaher purlflcatlon [err] val ue '

(chl orof orr ;j{arﬂ;mﬂmxy 345 diffasd)-: i fethyl,
ny

2- (3,4 -
di net hoxyphe - ethyl}r Odaidddg - h ) HS (10.8 .nmol)
of . 1-1:[6 Th pan'e ydmdﬂo 420 1 -imno -2

Syl mmomonna\t : . 2%5 mol) g e xs“p’héml- ,4~-dmdwl )- 18mi no] -
pr opane andla’ th;@ﬂglwil e ifi @ %f%ﬂ, m : in a mxture
of . 50 m of o olu o 479 (e);‘\ raivﬁormmef rhfeqiyd %‘ft %‘gre obt ai ned
was eV or -cipidy t"?‘ec" chr omat ogr aphy
on silica gel Y@ebdal czmbg(:{z%q ofthooryf m et hanol —50 1 to 30.1). The2gj or
.fractions V\eré‘levaﬁé&t—é?ﬁéd and "t he hydro-. - ... 55 chloride was
preC| p| tat ed W t h et hereal hydrochl ori c acid. Yi eI d 1. 07 g (9% of theory)
[erry [ . 1,548,844 :
12 Ex@gpl e 9. gﬁ’ﬂ’;m 2H quﬁgdmdl.hy@ﬁp_ ?&h )@oqw noline - 1
- one - 2 - pré;ﬁueélhyd oxyphe
ethyl} - mtopr@htﬂﬁlﬁo o AR {P 5 atm. phessiod witidn on%/ 6.6 g (25
mol ) of 2 5. -d inglingyy | eQIhyIZ) yl] .4;5@,, _ Jihyds- chl oride in 20
m of agcet gn ? ﬂgﬁz/gm%‘ghm mrmormtdtmﬁ{oﬁlklbbs&n L lkp&ture of 6.3 g
(25 mmol) (iItezﬂd was'ﬁ.,. "P'E"B of the diydmgt:ﬂ;&ye ca a.yﬁ ) -3pethyl)-
am noj . -3 1 W@nm d@aﬂ,, a acp- Thet @nﬁmmmxinae in 100 m of
. acet one. %g_? Qi theergl), was subsequently refluxed for 4 hours. After
coollngtheln Ol “‘matter was filtered offand the filtrate. was

evapasat ed in vacuo. The crude product was - 10 purified by chr omat ogr aphy
on silica gelﬁfc L Or.0 org/rret h&haipre 9.9 1) The hydro- chloride was
8

obt ai.ned by pﬁdﬂ@lpn.".d r-aohhorzcygclsd [NYI eld® 2.6 g
yl) & yl} - amino] - propane hydro- - - !

(22% of t heorcwndem p.

- Exanple 1 .15
e R T T
) 6.7 8 (25 mmol) of 2° prine i Boxyphenyl) - ethyl} - amino) - propane 40

2.~ cyano - 4,5 - dim
(25 mmol) "of 1- [N - methyl - N - (3 - (o ioxyphenylethyl bromide and 6.3 g
3 - amin v1-N-{2-(34.- dimethoxyphenyl
- ing the m inbt:ameers rtiﬂeuxed together in 80.ml of ethanol foit 4)5 h(e)r:g,l }Af;mo]-
45 used in s g (D). ey solvent was remioved 7 vacuo and the crude prod phpion
- 19:1): o, Wwithout furl:hel' punﬁcanon, R; value (chloroform/l:netl:la%o'ivis 45

! b_) .[1.- _[til,gethgn-nethoxy{rz 3,4 dlhydro 2H - lsoqumolme l one-2-yl]-3
By - (34 - dlmethoxyphenyl) ethyl} - ammo]- - profané

s Y oride
. . g (10.8 mmol) of l 6,7 - dnnethoxy 34 - dthydro 2H - lsoqumolme 50 o
4 - dnnethoxyphenyl) - ethyl}-

- mO' -2-91] - 3-[N -methy -N-{2- Q3

55 form/methanol = 50:1 g 30.3)
. 0:1): The
chlom{(i;.:El vgas %m()c;pxte(l;egl with e)thereal l?;'ad’::c!{lr::téo;lcidwem evaporated and the hydro- -
Yield: g of the ' ' -
mnp.: 178—17 g of o), | |



1 - [6,7 - Dinethoxy - 3,4 - dihydro - 2H - isoquinoline - 1 - one - 2 -
yl] - 3-[N methyl - N- (2 - (3,4 - dinethoxyphenyl) - ethyl) - amnol -

propane. = . ) of 1 - [6,7 - dinethoxy - 3,4 -

di hydro - 2H - isoquinoline- 20 | - one - 2 - yl] - 3 - amno - propane
and 4.6 g (23 mmol) of 3,4 - di met hoxyphenyl 20 ethyl chloride, together,
with 5.0 g of potassium carbonate, were réfluxed for 5 hours in 100 m of -

chl or obe e. After cooling, the solution obtained was filtered and the :
filtrate ;vapor at ed in vacuo. The crllﬁgmr oduct was purrfred by 12 U
chr omat ograpT.y orr—siHca gcr ~tctrtorofor IT[II =TT e T T O re’- -
evaporated and th 2 u ct e: 5T,

hydrochl oride vvaselpr é %%&% g&,ﬁ%} %E&éﬁyéghl ori c"\/

acid. :Yield: 2.9 ¢ (Eﬂaﬁdef theory 175,l “The fal I oW’ n% corrpounds

.t-'_'O

wer e prepar ed Sanal ] QI"OQng 41&(3501&% ity @x.ah __1)-365 dlmethoxy enzoyl |
1-[ 6, 7- Et hyl enedi oﬁtﬁ : R}"_‘s- P A B T “1“ _ &ﬁf yl-
30 3- [N- nethyl -gme1l 458 71 &% !mmgl' 1% 100 5 hdddhe - - :
pr opane hydr ochl or Tigenikeee o iuallmsubbe@eﬂ}/ cmwf

[6,7 - Met hylléhedr was d ‘% 219
Wi- 25 fmgg@m msgs;@?%r; gy ol -
pr opane hydrochl or| &FielddD 2l6 T met hanol =19:1) 1 -
[6,7 - Dinethoxy - 3mip: UBRY 2H- |soqurnolrne-- 1 - -one -2 - yI]
2- [N:- methyl - N- (2 - (3 4 - d| met hoxyphenyl) ethyl) <iamino] -

et hane hydro- chl ori de 40 [err] val ue: - 0.25 (chI orofornirret hanol =

19: 1) 15 o Exaﬁﬁle]lO[G? Drmathoxy-' 3,4 -15

di hydro - 2H - |solqu[631)+mth°xn- 3,4y dihydr- 28 - '.qnmzhne[- = 22- 13-3-IN- -
4 - digeth Porr Sk oAef %e: 0.15

di met hoxyphenyl) -. et T a "
(chl orof or nf net hanol g3 zic)mxﬁol) of 8 é"” - Blab RN - didaih ﬁnurawm 2H.-
i soqui-nol i ne- 201 -looie- - yl] 3 {amino3 Mg (zsehingil) of 3M- dn?cﬁoxypl(edyl 20

0

mehoxyphenyl ) - oridey tpagthpr withoy(g) By carbonate, wege 3| :
0.35 (chl oroforrﬂ | Sviohraed)i 'Jm{f‘:[ yaho Mii-ami ”::V éng? 0 - 2H -
i soqui noline - 1- Odesilicd gel Ydhlorofornd/ | = 19¢EY. I wzrz apOrdted and the

met hoxypheny| ps et desidup was dmdvq m-aogtpmpihneh)rdyodﬂomlhm: pdep@@d by addmon[q&r r] 25
val ue:” 0.30 (chlor : ): 1

50I-[67-D|--’Pl'y ' 2H-|squ|noI|ne'-_1-one-2--
yl] - 3- [N - nethy mmmwamm&dgmmmwwum@mmwm -
am no]. -propaﬁ@ hydrobh[ﬁs?r E@Y !}Y-v-’d eSesmumobﬁeorlrﬁmt-ﬁarYHr 1939.)
55 14, 45 BB M 27 GAn ﬂ'@rﬁm iy} ath!}a.awgra o PIOPRE .

I soqui nol i ne - 1 -70Ng valye: 5502@0,&“,,/@&@:[1511 met hyl - N - (3,4 -
di met hoxyphenyl ) - et hy! }6,7 aMethgi¢nediguyc-3 4padilqdhyc2&bc:hiqmnolﬂe- 1 Em’er-]z -sjl-ue:
0. 25 (chl or of @b nt ?z-c{& {3, Adimetty amgnoy-- Pmmnm‘almwde 3 35

-di hydro - 2H - isoq lzmﬂfl°’°f°’ Aha iy g ]me ‘r[‘{FFZL
di et hoxyphenyl ) - IRt -.Na.rqmof)yts,t P BighiBbS Momyl ﬁénq &ﬁahj
val ue: 0. 20 (chI ordtiondm met hanol = -19: 1) .
.+ . Ry value: 025 (chloroform/methariol = 19:1) ' 40
1 - [6,7 - Dimethoxy - 3,4 - dihydro - 2H - isoquinoline - 1 - one - 2 - yl] 2-'
N-{2-(34- dlmethoxyphenyl) - ethyl} - amino] - ethane hydrochlonde _
R, value: 0.15 (chloroform/methanol =19: 1)
. - 1-106,7~ Dunethoxy 3,4 - dihydro - 2H - isoquinoline - 1 - one - 2 - yl} - 3-
" 45 c[l}lq dn:xethyl -N-{2-(4- meﬂloxyphenyl) ethyl} ammo] - propane hydro- 45
(4! :
- Ryvalue: 035 (dnloroform/methanol 19: 1) '
. 1.-067 - Dxmcthoxy -3,4 - dihydro - 2H - 1soqumolme ‘1 ~'one - 2- l] 3-
[N - methyl -N - {2- (3- methoxyphenyl - ethyl} - amino] - propane hydrochloride

50 R, value: 0.30 (chloroform/methanol = 19: 1) 50
, - 1-[6,7 - Dlmethoxy 3,4 - dihydro - 2H - isoquinoline - 1 - one - 2 - yi] - 3- .
[N - methyl - N - {2 - (3 4 - methylenemoxyphenyl) ethyl} am:no] propanre
hydrochloride _
R; value: 040 (chloroform/methanol 19:1) S
55 . . 1- {44 - Dimethyl - 6,7 dlmethoxy 3,4 - dihydro - 2H - xsoqumohne 1 - one- 55
2-yl]-3-[N- methyl = {2 (3 4 - dlmethoxyphenyl) ethyl} ammo] pro- '

pane hydrochloride = - , _
R, value: 0.25 (chloroform/methanol 19: {i) ,
S [4,4 Dlmethyl 6,7~ dimethoxy - 3,4 - dihydro - 2H 1soqumolme ‘1 - one- A
.60 éﬂ xﬂe -{2'- (34 dxmethoxyphcnyl) - ethyl} - ammo] propane hydro- 60 -

R; value: 0.20 (chloroform/methanol 19 1)



13 1, 548, 844 13
Calculated: C 62.20 H 7.63 N 5.58 Found: - 62. 80 7.95 5.31 1-
[4,4 - Dinethyl - 6,7 - dinethoxy - 3,4—dihydro—2H - isoquinoline--.1-
one - 2 - yl] - 2-[N- nmethyl - N- (2 - (3,4 - dinethoxyphenyl) - ethyl)
- amno]- 5 et hane hydrochl ori de '

5 {err] value:* 0.40 (chlorofornm nmethanol *= 9:1) 1 - [4,4 - Di-met - 6,7 -
dirrethoxy-34-dihydro-2H-isoquinoline-14 one-2-y|]21[N-
(2 -~ (3,4 - dinet’hoxyphenyl) - am no] -et hane hydrochl |de 10
Refr]ival ue. 0.20 (chl orofoeret‘Iaéﬁé‘?‘Lg i)

10 1=-"[7,8 caaaeeax hg)@yze # 2633, lesgtetrahydro - 5H -2 - benzazepl ne- 1-
'(m;u 2- yl] N 62.80et h¥95 - 2 - (3,4 - dinmet hoxy;ljhenyl) - ethyl}

. s 5!1[@0 @Hojisoquinoline
(chlmopg‘m" %L{lg 1€ E’?.g SW? ng%’lg%'?W );2)0‘ : S0 S o mi de}: - >COat

1640 [err]e R, value: 0.40 (chloroform/methanol=9:1) 15 1 - [7,8 - Dimethoxy - 1;2,3,4 -
tetrahydro™- BH[44 2 Diméwyiz s7epdifehoxy 1 34 -Odilgydro -22H Y lishquinofine-- -N - (2 - (3,4 -
" di net hoxyptem?a ) 7l -2 hyN)- 2 -atddnoilimethpuyphomble- ki) e@hine}rdﬂ;anﬁerr] val ue:

0.10 hl | 10

2020 Talq;%ﬁ:?ﬁs cgnig.%i“émﬁﬁ% apyéé)hr-i% L G- - di hydro
Yo 2H - ISOﬂ]Jl»aQ-[NI-IMy} {2omn;4 dﬁleﬁxozybﬂenyi) Myl}mmndyetpbpine N - (2 - (3,4

1 nﬂ\\\

- di et hoxly pr opane hydr ochl ori-de Conposition:
Act i- VEs ingre " o3 (iﬂmfg;“z‘g:m;lao 0.0 ng 25 - 45 . lactose
thoxy - 1,2,3,4 - tetrahydro Yebind [ § Obed e

5. 0 my carm)x h){ZG&?,‘#U&hﬁl&ﬁoxyphenyl? ethyl} ammo] - prog EydP@masmlgneS| um stearate
1.0 ng 175.0 w9 0.10 (ehiorcieser/methapeleddiat i on: The active .ingredient and

I actose were hormgeneousl y noi stened with an aqueous solution of the '
pol yvi nyl pyrrol i done and passedmp@ugh a screen After. dryingaothe

gr anubmt e Thhless aintaling €100 \iags of1il x 46,7 widiniethbiye Jdendikydion@H nigpgeitk-ent s and t he
resul t ant mx‘lnG{'éV\H‘s' r'el!.i]seg Eﬁ%o";ﬁ%l sﬂn(-’t,hed%ﬁ ®hal nanner. 35
_Exanple B. } - amino} = propane 35 Coated tabl ets containing
SO ng of 1 - [6, 7 - dimethoxy - 3,4 - dlhydro - 2H - iso- quinoline - 1 -

one - 2 - yl] - :LN . methyl - N- {2 - (3, 4 - di et hoxyphenyl) - ethyl)
- amno] - pr opaneﬁfn,}@’?‘l r| de 1 coat ed tabl gb0.cAge contains: 40
"Activgsingredi ent lactose : 0.0 sap shgi ed corn staﬁsch

20.0 ng sol ubl e sta?lmylpyrﬁlcﬁzﬁzse é&;mﬂ 0nmg .

car boxymet hyl ceI I uﬁgggm"th - 7. 0 gne5| um st earate -
1.0 mg 45 fut stearte | i 80.0 ny

45 Method of 'prepar ation: The I-ngr edi ents werel‘{:ir(bmgssed to coated tabl et
cores-as described in-Exanple A. The cores were then coat ed with sugar and

gum a%bl Cllf‘fm?rfj' ng Lo .conventional nethods. 0

e active mgred:ent and lactose were homogeneously ‘moistened with an aqueous
solution of the polyvinylpyrrolidone and passed through a screen. After drying, the
granulate thus obtained was mxxed with the remaining ingredients and the resultant
mixture was pressed into tablets in the conventional manner. -

35 ' . Example B. . 35
Coated tablets containing 50 mg of 1- [6,7 dlmethoxy 3,4 dlhydro 2H - iso- '
quinoline - 1 - one'- 2 - yl] - 3 - [N - methyl - N - {2 = (3,4 - dimethoxyphenyl)-
ethyl} - amino] - propane hydroclﬂonde -

"1 coated tablet core conta'ins.':- '

40 C . Active ingredient . S -500mg - . 40
— . ‘dried’corn'starch . . o 200mg - .- . o
' ‘soluble starch - : ' _ 20mg .. . R
carboxymethylcellulose . - . . . .70 mg. - T g
‘magnesium stearate - 1.0 mg S S
- 45 S T 800 mg 45

Method of preparation: '

The ingredients were . processed to coated tablet cores as descnbed in Example A.
“The cores were then coated with sugar and gum aarblc accordmg 0 conventlonal
methods : _ ,



14 1,548, 844 Exanple C. Suppositories
containing 150 ng of 1- [6,7 -dinethoxy -3,4 -hihydro -2H - iso- quinoline
- 1one - 2 -yl] - 3 - [N- pmethyl - N-{2 - ( 3,4 - dinmethoxyphenyl)-
et hyty - amno] - propane hydrochlorlde CbnpOS|t|on Active ingredi ent
1 550.0 nyg suppository mass 1 700.0 ng Method of preparation: 10 T
The active ingredient was stirred i'nto t'he nolten suppository nass, and the

liquid .10 'suspensi on thus forned was poured jnto cooled .supposi tory

noul ds. anpl e D. Suspenson cont ai ni ng’| 4§9‘1ﬁrrg|/rr1 of 1- [6 7- - di met hoxy- 3\4/
- di hydr 07~ 24 _i soqui nol i.ne: 1 -one-2.y 55 N AR v VA

-di net hoxy-- R 15 15 T -e opanév
hydr ochl ori de 10§uﬂ§t,snefﬁeswﬂﬁﬂ§rlmtmemﬁt él{“wl@ E)é oi%em%: \.J
5.0 g carboxynet hyéuelite logee-2- Yllh methyl - methyl "

p- hydr-oxybenzoat e ~ ethy} - amino] - propane ydsohis I-JL g20 propy|

p- hydr-oxybenzoat e position:. 10 (E) g sugar 1% |ne '

5.0 -g 20.0g370% sor bi tolAeE&I ingrediant: . 1 ssoﬁ(fﬁ)

distilled water - . - ad-*mplmmt°f¥“"‘““i L 1000

Met hod of preparation: The benzoic acid. esters as uem00a$ the glycerlne
and carboxynethylcellulose “mere di.ssol ved mhllst stlrrlng in the water

heated up to 70C. Méekkvd of : obt aj Q‘ﬁa o G0fdn {yq&u&em@&ﬁﬁaureland
ﬁ bsitory o
a

the active i #Qredi erﬁhe\ﬁgs""’??“ _ ring and
honogeneous! y di sPEFEEAT At er i ng. and di ssol ving" the sugar, the

sor bi t ol 30 .sol ution. and the flavou cample Phe 5 S§ Qn wnpl was
deaerat ed under vmﬁ"" yings §¢ 1.7 3Hg Q}Edﬁgﬁﬁlﬂb (3,41d|£mmmundslsof
general formyla I, V\@Pﬁ m& f%n@ fibd hydwléride Ry e the same or
different, edéh rep rogen atomo ~an al kyl group containing
from1l to 4 carbon atons; lmﬂtémmqn]cw ferr] which 5BY g be.the:sane ‘or
different, eat represents. {':.' Pt 4 gr oup “cont ai nnnggfrom 1to 4
carbon atons or- t oget her "tTERE hRitey| enedi oxy-.or- 00540 et hyl enedi gy
group; [err] foepresents a gy ﬁmmxﬂtmte an al kyl groqugblgt aining from1

to 4 carbon atons or a bersugt group; elther R reprsentggpaghydrogen atom or
an al koxy group containin rt&ls& carbon atons anczo‘%ergr] represents an

al koxy- group contai-ni ng frfé)l : car bon atons, nlierr] and [eps]
t oget her reprgsent a net hydl_'_ b2 y or e(lhyl ened| oxy g°8 inis 1 or 2;
and '

Method of preparatum rs, as well as the glycerme and carboxymethyloellulose, :

esters
were'I:dI::soll):::o ::hi?sctld stirring ’in the water heated up to 70°C. The solution obtained

hilst stir-

: t ture and the active ingredient was “then added w]

30 :-::s %ﬁoﬂo?&emoug;pggpemd After adding and dissolving the sugar, the sorbl;ltits)i
sohgmon and the flavouring, the suspension obtained was deaetau:d under vacuum \

snmng

' WHAT WE CLAIM 1S:—
-1, Compounds of general formula I

35

3 W

RI, R; and R,, which: may be the sanze c::b dlﬂ'erent, each repmesents a hydrogen -
: taining from 1 to on atoms; . .. L
mme‘::hg' ‘%yzﬁo lgl.), ovt;llluch l::iy be the same or different, each represen{s ar‘lh alko:;y; 0
group containing from 1 10 4 carbon atoms or together reprecent a methy enedioxy _

- emyleﬁed::mp; hydrogen atom, an alkyl group conmmmg from 1 to 4 carbon:
atommﬁblgzgpggggé a hydrogen atom or an alkot:y gr;tg)oxcﬁtat?x:gca f:g;ll : t;(:,ns: s
toms and R, represents an alkoxy group containin
S ﬁ:’ R?na:d Ilastogethe: regresent a methylenednoxy or ethylenemoxy group, . .
m is 1 or 2; an . N :
- nis2ot3;

- ;nd&cgpﬁg;ogssﬁmmed in claim 1 wherem R,, Rg and R,, Whlch may’ be the .50

o
i .

. ,



nis 2 or 3; and acid addition salts thereof. 50 2. Co'rrpounds as .
claimed in claiml wherein [err], which nay be t‘l“re 50

1,548,844 tories
cont ai ni @150 ng of 1 - [6,7 - dimethoxy - 3, 4 Eiﬂmgmﬂ“ﬂnmm

qui polin 1-one-2-yl] - 3-[N- nethyl
di met hox nlyl) ethyl) - amno] - propqggsg%drochl oride 5 4 r
Co\n:p05|t|on —AG-H—'.‘O—HQ-Q-F-@G‘—SP% 15001y 1 -

5 supposi tory mass . Example5350. O 1 700.0 Met hod of((

preparati on: SWPOS!“O‘ﬂHeCO&Wﬁ rlﬁs m@?ﬁﬁ’? r??‘e‘gm’% | ten
supposi tory mass andd %Wﬁ@é@ e Nud?r & mf)o ed into
u

cool ed suppository nou spension containing 50 ng/m of 1 -

[67-d|rrethcg<y-34-dtdn3pdaltlnn |squ|noI|ne-1-one-2-yI]-3
- [N- nmethyl - N- {2 - mE'H‘F’?Péthoxy 15 9E) - ethyl) -3
am no] - propane hydrochl oﬁ“m of suspensi on Active

i ngr edi ent 5 0O g car boxynelt tooloceg | ul ose

0.1 g nethyl p- hyﬂxh/oge ate 0.05 g pr opyl

eparation:
p- hydr Oxybenzﬂﬁ The acﬁvepgagredmnt was stgregint(gthétﬁﬁﬁén st mry mgiss 10
10.0 g glycerine suspension thus formed was poured into cooled suppository 0% SOI’ bl t0|

sol ution . 20.0 ¢ flavourlng .

0.3 g 25 . dlstll d 00 0
m o ! b 3 2% “[Nﬁ?ewg E 'd‘ihydm' dimldiy. as
wel gs t he glycerlnqmagﬂ-eﬁw 0xmﬂm1 dever e dlssolved whi | st 15
stitring in the water heated up to 70C. The solutlon obt ai ned was cooled to
roomtenperature and the a ;’g% BFERE™ was t hen addeg0 ilst stir- 30
ring and honogeneously di s hﬁé addi ng and di ssopyi gg the: sugar

t he sorbitol 0 solution mftﬁyltphﬁdxfokyamutel ng, the suspeneppHg obtai ned vva%
deaer at ed und® vacuum whi Plsm’l gthydroxybepzoatgHAT WE CLAI M | 3801 g. Conpounds

general formula I, wherein ] and [err], which may b sanme or

di fferent, each represent S76%, oD Sdhitiomt OmM or an al kyl goou cont ai ni ng
fromlto4 cgi]bon at ons; &uvodmg [err] and [err], which &Bygbe the sane o
di fferent, r epr esent sdigiedipatercy 40 84" group cont AP B from 1 to 4

carbon atons or toigg,;,‘;&emm&ent a met hyl enedi oxy or 40 et hyl enedi oxy

group; R5 represents Fhe RORI estedNas el ab hel glgdefineDand OAtbRkyMethgiodilalos) 1 to 4
carbon atons or dulp:stlmhelthcm equd gotG The lsglation mat om or
an al koxy gro%) Coms d the active mgred:entwasthena ded w!

0 ogenemmu %?pemegn After adding and dissolving the sugar, the sorbmol 30
solunon and the flavouring, the suspension obtained was-deaerated under vacuum whilst

WHAT WE CLAIM 18:—
1. Compounds of general formula I, .
R Ry _Ra ,
) 5 Rz 35
(CHa)m l _
a5 [] i (I)
N——(CHg)ri—N——CH——CH
& T L, "
wherein

Ry, R; and R,, whxch may be the same or different, each represents a hydrogen
atom or an alkyl group containing from 1 to 4 carbon atoms;
either R, and R,, which may be the same or different, each represents an alkoxy
40 group containing from 1 to 4 carbon atoms or together represent a methylenedioxy or 40
ethylenedioxy group;
Rs represents a hydrogen atom, an alkyl group containing from 1 to 4 carbon
atoms or a benzyl group;
either R, represents a hydrogen atom or an alkoxy group containing from 1 to 4
45 carbon atoms and R, represents an alkoxy group containing from 1 to 4 carbon atoms, 45
orR; and R, together represent a methylenedioxy or ethylenedioxy group;
mis1or2;and
nis2or3; ]
and acid addition salts thereof.
50 2. Compounds as claimed in claim 1 wherein R,, R; and R,, which may be the 50



45 carbon atons and R, represents an al koxy group containing from1l to

4 carbon atons, 45 or [err] and [err] toget her represent a

met hyl enedi oxy or ethyl enedi oxy group; : —acid .,
addition salts thereof. 50 2. Oorrpounds as claimed in claiml
wherein [err] and [err], which may be the—50 1,548 844

15 same or different, each represents a hydrogen at om or an al
containing=froml| to 3 carbon atons; e|ther !ﬁuﬂw}ﬂmﬂm’mﬂn Whl fay be
tthe, sane or different, each repre- sents. an tai niveg”from |
_.t}r/S ckr bon atons, .or. toget her. r 33&%4nt a net hyl enedi oxy or eth 1§l enedi oy

gr-oup;. [e”slme'&ﬂﬁiﬁbmafe&h&epi’&&{fsqgﬁ&o Qf%in 6 3lk lcGHtdning f; contal ning
_'f oMt to 3 tedrclrbon adnsieither R.aund By i%lsl umpbe“mg&%:ﬁgei;eue{é‘%n;?represents a

: ydr ogen rfﬁ’a'p &0k b projegether gpmseata hon at ons and
Corr | oo B TR mm ST oo o, 0
[err] ahd Hydrogesaione ai eiRdxe gROH coal g MomENB Gl Rrbdh Aémsih Rdi oxy~ group. 3.

Conpounds aentcanaalkesyl gronp: mmmglmmerteﬁrcaqbenat]’mandRRﬁ;d Rhto herraly be t he sane

10 or di'TAgTEAmehy ;E@' oy groupy dr o m or, a, net hyl group,
o TSR g R
represent 4 medalty Qeatip Ok tdg&tiefl IRE ngeﬂgreﬁgdgxy 16&_1‘ esents a
‘hydrogen atsmnp &wm&a@ydmgan ewmpa bﬁiﬂ)ﬁtouﬁl’oﬁumenzﬁgrd’uﬁplkﬁmpﬁents a hydrogen
aton] and & gg" Wﬂﬁ%rg roirmahoubzﬂwp(y group and
[err] repr FFBPe T Ry pn ‘Pﬁ“hé‘h'aprfsé‘?‘r’] methglelie®h reggesent a

et hyl €hedi ox¥. do'i:pm.ndé) k| ife R HDeredty R UBpresents a h t
15 4. Conpcnﬂrﬂsgm claimed in claim3 vvher&gll’n [sear rﬁdmrgeelparogs(gnats a hydrogen

atomor a ‘m@h 3.41-glitydro - [3H eisdquingfine 34!!& Hiflydro - ZH -
i soqui gl | ggd g{y m‘ggﬁw %’4 “'?xy-phf“ﬂ) it h;”l“““’ Npropapgyaid . 3. 20
- di et hoxyphenal ts,ﬂ nyaB}‘anﬁhydroprzﬁllathﬂumﬁaﬁg 120@pe -2 2§ addition
salts ther 8pfIN - {2 (34 - dlmethoxyphenyl) - ethyl} - amino] - propane and acid addition - 20 6. 1
-[67- 44 - .ro 2I—3|4_ Irne-, .- one - 2 - yl]-
3. - [Nyg (2,’,,,e bt % g" : enyl rgg‘;gm°m° {opan%and aci d
addrtron Spdopﬁcidaaﬁ& monal theret{f hoxy ™= 3,4 -

di hydro - l%gl Gompepndsas| clafmeed -in gny 425he Pramg-daznsmyhe] form 3f phydiN - nmet hyl- N -

(A %@%@ e e WS

_'cIarms Tn the form of physro-. é;rcally conpatibl e-acid addition salts 9.
A process for the preparatiqgyg of™copgpounds of general formula | as defined
in-30 - claiml which conpri sa o4 |ng a conpound of&iflgrrrula I,
30 (wherein {err] -mand n are Flcéun clalml an represents a

¥ orrru 2T R _ R7

| eaving group) with a corrpoun- .
'35 (wherein [err] and R Rdre asd defined in cIa|m1)

35 10 Ap ces rred |n claim9 wherein, .in the corrpound of forrrula
L1, Z repré%%?t ‘;ﬂg '}"ﬁ;’m’%ﬁﬂﬁi dréinedyin Fljen Irand Z represets slavagky| sul f onyl oxy
or aryI ul f'ony oxy 1 process as cl ai med i n -claim9or claim10
wher ei n the reaction |s effe $ed in 40 the'rgresence of a sol vent

40 12. A process as clained i{n claim.11
-ether, tetra-- - H——N——CH——CH>~

35 (wherem Ry, Rﬁa R, and R, are s defined in claim 1\ o L .
10. A process as claimed in’ claim 9 wherem, in the compound of formula II, Z

represents a chlorine, bromine or 1odme atom or an alkylsulfonyloxy or arylsulfonyloxy
group. .
_ 11. A process as claimed in clalm 9 or claxm 10 ‘wherein the reacuon is eﬂected in-
40 the presence of a solvent. : 40
o 12. A process as claimed in claim 11 wherein the solvent oompnses ether, tetra-
hydrofuran, methylformamide, dxmethylformamlde dtmethylsulfoxxde, chlorobenzene
or benzene,
-13. A process as claimed in any of claims 9 to 12 whe:em the reactlon is effected-
45  sttemperatures of from — 50 to 250°C. 45
' 14. A process as claimed in any of claims 9 to 12 wherein the teaonon is eﬁected
at the boiling point of the reaction mixture, '
" 15. A process as claimed in any of claims 9 to 14 wherein the reaction is eﬂected
in the presence of an acid-binding agent..
50 16. A process as claimed in’ claxm 15 wherem the acld-bmdmg agent: comprises - S0



hydr of uran, nethyl f ormam de, di met hyl formam de, dinethyl sul f oxi de,

chl or obenzene or benzene. 13 A process as clained in any of clains 9. to
12 wh ' ' j ~at tenperatures of from- 50 to
[err] 45 14. A process as

claimed in any of clalms 9—to—i2 wherein the reaction is effected at the

oo m@ ol T =7 oo 56T e o &

aci d- bi nd agent . €50t GESS™ as. cI dimed in cI aim 15 .
V\,herelnth ent co--' I : -1 S
met al hydr oxi de, %MWMMMMMP&MH@@?WVDWW&% 17, -
A process as cl ai’ r ri sew=
pot assi um car bon ﬂmﬁ&w &?MMEMIB [ NE. :%Rldrlﬂldﬂ:g g%g%"x%%?gcess a\s'/.
claimed in arsy cI allas&tpﬁ:&eimshhmurhmotmsmnﬁhedﬁmmon isoffécied t he -5
presence of ~an-i oaH ceof gnd Wﬁ% cess as; ¢l ai med -

in claimi8 vvher Lz ida s 1Y 5 %%@5‘8‘5’? ORI i de. .
20. A process for &bﬁaam;th@pmpu‘mﬁa@mumﬁdsafgaaﬂ%ﬂmfmmm as
defined in 1M = casdiwich conipeigh regatings doppand effemuladVa. conpound of . f or nuf®

v, - 10 (1V) . (V\/nereln[err] é-md are as defined inclaim1l)
wi t h aconpound of- formula Vv, 15 . - (®her .‘f?err] ‘and n. are- as defined in
claiml and Z represents a IeaV| ng 15. U )“z’le A process ]é@ cl ai med

in. claim20 wherein, in the conpound ) V, Zis as.defined in .
claim10. :22. A process as.claimed.in/Tlaifp20 or clai m21 wherein the
reaction is effected 20 in'the prééence of a solvent. 23. A process as .
clained in clai m@RerRERD KR, 54 Wi af QEARE] S SaidCBY Qﬂle,a ‘&inpound of -

met hyl f or mam de, fdmnbt\hyl sul foxi de or chlorobenzene. 24. A-process as
clainmed in any of clains 20 to 23 V\/nereln the reaction is éffected at
tenperatures of fromoO to [err] 25 l . :25. A procgss as cl_gi)madln any

of claims 20 to 23 wherein Ehe e)actlon ds_elfec 25 at t h&Y oiling

poi nt' of the .reaction i xtufe & 82 procless ag claid%ed in any .of clains 20
to 25 wherein the reactionis effected ing the presenc@sof - an aci d-bindi ng
agent:. 27. A proceSs as clained in ct al m 26 wher ei n -t he aci.d-bi-ndi ng agent

conpri ses an _ ohol rescitd a alifd | MBS
car banat e, éﬁ aI Igﬂmm h‘? ﬁﬁfl'! aﬁ‘pgn a kai: Enawy%{ngrl%g a tertiary
organi ¢ base. 28. Azp.rA)pﬁws slglamiedlmrdﬂmlzo Mmmmmm#ﬁomﬂaa%@ bi ndi ng
agent  conpri ses- pmsaejybdmﬂe pa e, um_h i et or
pyridine. 29, A prg g%nm fla%’ld%l %Ek‘?(f{"t \Aﬁg&regtlgdn t heo
reaction is effecl?e 3 pto mwmwﬁ&uﬁmewdm@mpﬁeeﬁampm on

accel erator. dknedjyh;ﬂ{md:orlcldorghemem 29 V\/nerel n the tion.
accel er at or corrprl s%ﬁ% @@f cipims 2 to, 2% heeeln they é’é‘b‘gr ation
of conpounds,y L\ Lidtimbd #5nd 6 dabol 8125 hifttel the mms offeQBP! | 585
reaCt' ng a CO”DOLH't‘dle% i 'f&e\@lacnonmxxture. .
26. A process as claimed in any of claims 20 to 25 whumnthe reacnon:seﬁected
in the presence of an acid-binding agent
27. A process as claimed in claim 26 whierein the acnd—bmdlng agent comprises an 0
30 alooholate, an alkali metal hydroxlde, an alkali metal carbonate, an alkah metal amlde, -
: an alkali metal hydride or a tertiary organic base.
- 28, A process as claimed in claim 27 wherein the acxd—bmdmg agent compnses,
- potassium carbonate, sodium hydride, triethylamine or pyridine. _
: - 29, AprocessasclamedmanyofclaxmsZOtoZSwheremthereacnonlseﬁected_ 25
35 in the presence of an iodide as a reaction accelerator. . - LR
' ~30." A process as claimed in claim 29 wherein the reacuom acoelerator compnses _
potassmm iodide. -
31. A process for the preparauon of compounds of general formula 1 as deﬁned in
© claim 1 whlch comprises reactmga compound of formula VI, .

CHalm ST

(wherein Ry, Ry, Ry, Rey m and 1 are s defined in-claim 1), or.an acetal thereof, with *



(wherein [err] mand n are as defined in claim1), or an acetal thereof,

with 17 1,548, 844

17 a conpound of formula I1l as defined in claim9 in the presence of
“catalytically acti- vated hydrogen. 32. A process as clained in claim 31

wherei n*the hydrogen is at a pressure of abeux—é—afcﬂes—phefes—S 33.

A process as clainmed in claim3l or ckaim 32 t|on|
effect ed 5.in the presence of. hydrogen and 'lﬂ“l
ocess as claimed in any -ef clains 31 to 33 sreactlon

ctad in the presence of net hangjmsﬂ hanol or dioxan as sol venyy 35 A
: pr OCGS’S as CI al rrea T dll C L 1 tTon IB
ef fected 10,,,,,“,‘“l fr‘ftpmera %Jre&seg'(l) “?r é(;m'?}(l)e I\[%sg{c Mca*aﬂﬁdlf%
-10\3’6 A procesz Pap‘to&!;sakﬂﬂﬂedmchﬁﬁlmh%ln\ﬂt&w&bgenishapmﬂéofmboutS ef fected at
t enpera- - tuﬁmphefeﬁom 20 to rocess, for the aration of

‘conpoundls of, ol éf%7 Aﬁﬁ’”’&ﬁ"‘&l‘?ﬁ’f*"ﬂ?ﬁ‘&ﬁgre ri s&s
rfa it

reacting a Conﬁﬁmﬁfﬁ" hyf o3 P lcRhd he Rl BIcAEE A5 def i ned
in clai m 1) ingh presan amimuﬂd, dimitaskolwfellt, R7 (wherein {err] are as :
“defi neg in gl aBinA_ﬂ_plamf} qdmwgfgams|gaw$h@em$ammseﬁ '&638 A
- process”as g@“;ﬁiﬁ Sﬁégr t roul &7 VI,
20 Z is as dﬁzgopﬁqnmm(g%qg ﬁi%f)"r:%?‘ezsr%%%ogq{:%&m%%ﬁ | ai m 37 or

cl ai m .38 wher eBn A precessdarctha pxeparaeoxedffcenpoenﬂsbhgendnﬂfqmnwsens'kﬁmﬂm sol vent . 40.
A process aMhWWW%EGQOWMf?W‘H&VQOI vent conprises acetone,
nmet h- 25 yl ene chl ori de, r&:‘et h)AI formam de, dinethyl sul foxi.de or

chl or obenzene. 28341. focess as clained in any of clains 37
to 40 wWherein the reaction is e, at tenper ures(dl) from'0o 1t [err].
~42. A process .as clainmed:in a kd{ﬁ,ﬁj_,g 40 wherei'n the reaction is
effected at the boiling. poip e reallion Wxture. 30 . 43. A
process as clainmed in any oF‘ clai € 37 to 42 vvhet“ei n the reaction’is

effected 3 &€ of AN aci d- bi ndi ng agent. 44. A process as
¢laimed in gng.mmga \Rhé’r ’tnhé“ actf ?‘ﬁﬁﬁddﬁ gl witdsmpard oy ) cohol at e,
an al kali netal hydrOX| de, an-.alkali netal carbonate or a tertiary organl C
base. 35 45. A process as clainmed in gkai m44 wherein the

aci d- bi ndi ng agent conprises 35 potassi ar bonat e, t(?h hyI am ne- or
pyridine. 46. A process as &Taffed o a “clains 37 45 wher ei n t he
~reaction is effected i'n the pr bsence of an i de-as a reaction

accel erator. 47. A process as Glainmed in cl ai m 46 wher ei n the reaction

accel erat or (gReM RS RS atiOR, m&q&mﬁ&m%@dmz represents a leaving gro a’?
40 48. 28\ pr ocesds A proceishag arMmanhérem,dmmmmtmumdfofgamela HIf ormgga | as

defined in @l%m as clalmrg})[ Ic?lm 3; Halm w%ere e\orueagt(?oan eerctetior la IX R3

in the presence of a solvent.
40. A process as claimed in claim 39 wherein the solvent comprises acetone, meth- - o
25 - ylene chloride, dimethylformamide, dimethylsulfoxide or chlorobenzene. 25

. 41. A process as claimed in any of claims 37 to 40 wherein the reaonon is effected
at temperatures of from 0 to 150°C.
42. A process as claimed in any of claims 37 to 40 wherein the reaction is eﬁected
E at the boiling point of the reaction mixture.
o® 30: 43. A process as claimed in any of claims 37 to 42 wherein the reaction is effected = 30
: in the presence of an acid-binding agent. -
44. A process as claimed in claim 43 wherein the acxd—bmdmg agent comprlses
_ :;1 alcoholate, an alkah metal hydroxide, an alkah metal carbonate or a tertiary orgamc
- base.
35 45. A process as claimed in claim 44 wherein the acld-bmdmg agent comprises 35
potassium carbonate, methylamme or pyridine. :
- 46. A process as claimed in any of claims 37 to 45 wherem the reaction is effected
in the presence of an iodide as 4 reaction accelerator,
.o -47. A process as clalmed in claim 46 wherem the reactlon accelerator comprises . - K
40  potassium iodide. 40
48. A process for the. preparauon of compounds of general formula I as defined in '
claim 1 which comprises reducing a compound of formula IX,

R3
' X

R .
| 5 . R7
A—(CHa)—N

. (IX)
—TH—CHz‘g

“Ra ‘0. - Re Re



18 1,548, 844
18 (wherein [err] and [err] are as defined in claiml1 and either X
represents a_group of formula and Y represents a group of foinula *

~~5 T -(0H2)in..icH ;-
5 the noiety -Terrj-imY-beinrg—attached to the group X, or X represents a

group and Y repr fermula [err] and m being.as defined in
10 'ﬁi aim 1) ’mﬂmiwum jﬂuj ed conpound of fornula.l is, obtained.
10 49\ A process *asccl al nne

im48 wherein reduction®is effected by’

means d+’nadBent hydrogen  50. A proceds*h¥4ciained in claim49 wherei ~ |

reduction is effe(wh@chm;mmnx ®, ddnpm&@hmllﬁm@cpgnu@t@em@,% in T
hydrochl ori c aci d&tnpefiferfople) chl ori de in hydrochloric 15 [ acid. "~ &

15 51. A process-as: claimedin clai m 48 . rein reduction is effected by -
means of cat al yt| cally activated hydr ogenc_52 A process as'clained in.

cl ai m 51 wherein reduction’is ‘effect ed by nmeans of hydrogen in the presence
of pall adi unt char.c focess. as..clainmed in claimb51 or-

cl ai m 52 wher ei na'fdg‘gmﬁ’ﬂ‘iﬁ?‘&bé'ﬁuﬂ‘gf“é‘f‘“l% 20 prgssure of from1l.to 7+

at mospheres. 54- A process’ as €l ai'med in anyjof’ cl: ai’ ne: 48 to 53 V\/nerern the.
reduction is?effect ed. in the preseneecnt)ma,qicﬂ-\éent 55, A process as 5

clalrredlncalm54 \Nner the sqlvent ¢ rlses jlaci.al ~acetic 25
aci d,~ wat er, eth ,@‘ bﬂ?r‘—‘acﬁ‘t being attached to the group X, or X represents a group '
25 56. A process as clai med in any of clagms 48 to 55 wher€in the reduction.

is effected at tenperatures of fromO to
claim56 wherein the reduction is effec
[err]. 30 58. : A'process_as cl ai ne
wherein, in the conpound of 30 formula |

err] 57. A process as clained in
f—at -t em ~peratures of from25 to.
i any of clains 48 to 55 -
- X:represents a group of for rrula

or of forrrul a 35and Y represenfOa mb-f—(ﬁHzo.he,MRpMahrbﬁmsfdemmpounds of
general form@l a aﬁl)ﬁ*m@m’ﬂg@?@lﬂﬂ ié"% W&sef hydr ol ysi nif
conpound of f OF Myhs@ne Fycr wherein reduction i by ' 844

19 (wherein [err] nsan lfg:&kl’ﬁ mmdeiuuﬂgmbawd&:m&e&e@ , b GES| red
conpound of forn# mlsltcyl gristicdcide tin m@dmﬁlqgnc@géssma(ﬂ)dﬂandveulhydmchlbm m 59

sherein hydrdlystS s 5% L0860 Bl FERIES BhreiP Ry pespr, 0 6
car bonat e. 62 A pr&;e’sproas adalamzdmdmmlﬂrme&&mﬁ@uﬂeﬂ’byﬁdsjm&n&oﬂs

effected in . éheM?F% qligdiung/gharomalyr ocess as cl ai ped in cl ai 2"
whergin the CI dP&& Stie ) clpim 3opr flaim §2 wherein dhe hydrogep, ingt e e 55 %4
claimed in any of chaia bOcimedRCAn | of clafdB 48V B! Whitheh 1 redtuceibd f f eCt ed

in the presence eﬁec@qmwpses@td’rﬁmﬂvemr agueous di oxan-as solvent:. 65. A
process as clar ned, #h A ctfes gnimedrh tﬁwéqemﬁ@!?ent qompriseryglacial gestios | s

effected at errper%iwrf: Rt ame: tp ﬁg prioN i E%‘ he L

reaction. m xt ur effectedat mﬁﬁl&e&ﬁfmﬁﬁ)tﬁ yo -In-an §50nv9‘£ﬁ ﬁém% 'BJOS 65 -

wher e| n t he conpound- @ process ‘as claimed in clanm 56 wherein’ the reductlon is eﬁecued at. tem- R
peratures of from 25 to 110°C. -

58. A process as claimed in any of claims 48 to 55 wherem in. the compound of 30 .
formula IX, X represents a group of formula. o

or of fo_fmula.

35 59 A process for the preparatlon of compounds of general formula I as deﬁned in § 3B
clalm 1 wlnch compnses hydrolysmg a compound of formula Xa, L . S

ak R R
CHm . e 7_ o (.Xal)
N——(CHZ),,—-N—CH—CHZ .



15 formula Xa is obtained by reaction of a conpound of formula X
15 (wherein [err] and mare as defined in claiml| and Z represents a
| eavi ng group) with a conpound of formula Xl, RS R7 20
(wherein [err] and n are as defined in claimi). 20

67. A process as clainmed in claim66 V\her_er-n——r—n—t—he-een%erﬁd of formul-a X

Z is as .defined in claim10. 68. A process I m66 or ai m
67 (wherein the reaction of the com poundlﬂil!il HME t he co d
of formula Xl is éffected in the presence

2\5-/69 19A process as clainmed in cligu348 wherein the sol vent conpig ses

__acet onE, CUGRAGE R, TLIRL RIS, o JEE WA MG e G Ty e
Tthl gde. des&ed)d‘oﬁ@ﬁﬁ&%ﬁmﬁia&hmgmw any o?‘/ e(i:5 gll{r?r)éta%l)?&h 9 wherein the

- reaction. of tﬁ@zi\:mundalmﬁd h@lamuﬁﬂawmfo'drom@swmpdmnhbmer mula Xl is

effected t°f‘e tgg LA

30 71. gA prcgs@&g s?alsr‘r:lea |n c ﬁﬂ%e‘#’%lbﬁsetcﬂnemnrs%sa%%mmr? of the
_conpound of fozmjbraceééamlmhed helammﬂuﬁdulgﬂmfyﬁﬁab&e&ed@nthépr&&fcect ed at

“t enper at ur from50to [err ) Aprocess as clainmed in any of clains
66 to,f1 wher Ei. }”ﬁzﬁg’%‘?ga ?m%%%ﬂ‘ with the
.conmpound ofeﬂéceﬂm ce&a 1dr Jﬁ?dx 3576Tan aci - bi ndi ng
*agent - 73. A pﬁbc&msasblamndedl any ctlc 592tovdqeﬁheteln ﬂahﬁymysd-xbl ndi ng agent
conpri ses &fcgge ﬁ’BP"é‘t"é’es ISR o ¢ &PEP%‘!!M)W&’@“!OI&WX&M net al

car bongt e %marat:el ?‘@%‘%“%M& Fromin X 1 A BPIERSS as, ol ai med in
claim 73 wherein the aci d- bi nal ng a ent conprides. 40 triethyla ne or
pyridine. 75. A process as clained fh any of clains 66 to 74 wherein. the
reaction of the conpound of fornulalX w(éh t he, corrpound* f or mul a Xl is
effected in the presence of af dife as-¥Teact i on acce erator.

76. A process as clained.in cl 79 wherein the reaction accel erator ;
conprises 45 potassium i odi de. A process as.clainmed iin any of clains
66 to 76 wher.ei n.the: conpounk4{Of . fodmula Xa i.s formed i situ. 78. A process
Jfor the preparation of conpounds of general fornula I as defined in 50

.l ai m1 whiwhkreig RipRi, R R, ¢knseagdeﬁnudowphinnuad Z frepresantsa Réving

50 20 group) mthacompound formulaXI _ , -1, 548, 844 _

20 (wherein [err] and m are a% defrnedrn clarngel -one-of -A and B
‘represents a | eaving group and tﬁe ot 'her: of A gAad B represents a group of
formula: RS R7 in whi (@Pb}. T ned in dX& m' 1) whereby the
desired conpound 5 of fornula | is| obtal nets . A process:as clained in
claim 78 wherein, in the conpound ofg fornula Xl 1Re A represents a chlorine,

brom or “;hg,gﬁ, O R Qﬁg&eﬂde&%&ﬁ&laz Q%I oxy or arylsul fonyl 0Xxy, group, or
i?ﬁ(ﬁd’sd lj
in

B represen S6LA @348 66 kvh a&@mn%fﬁ{r}nmx@(g or aryloxy 10

10 grmapeﬁﬂémndﬂnﬂroocess ac?a clsé;u rr}e L (ilegl rrlrl 78 or claim79 wherein the
m d in claim 66 or claim wherein the reaction of the com-

cyclisati O&nm? of%ormu a ?thh the compound of formula XI is effected in the presence of a

25  solvent. : 25
o © 69. A process as claimed in clalm 68 wherein the solvent comprises acetone, :
ethanol, dimethylformamide, dimethylsulfoxide or methylene chloride. :
70 A process as claimed in any of claims 66 to, 69 wherein the reaction of -the
compound of formula X with the compound of formula XI is effected at elevated
B 30 temperatures. 30
71.. A process as claimed in claim 70 wherein the reaction of the. compound of '
{c;zgt:gla X with the compound of formula XI is effected at temperatures of from-50 to
72. A process as claimed in any of claims 66 to 71 wherein the reacnon of the
35 compound of formula X with the compound of formula XI is eﬁecued in the presence 35
of an acid-binding agen :
73. A process as cImmed in claim 72 wherein the acid- binding agent comprises an
. l;a:'coholate, an alkali metal hydroxide, an alkah metal carbonate ora tertiary organic
: se
40 74. A process as claimed in clanm 73 wherein the amd-bmdnng agent compnses, 40
triethylamine or pyridine. : _
75. A process as claimed in any of clalms 66 to 74 wherein the reaction of the .
* compound of formula X with the compound of formula X1 is effected in the presenoe
of an iodide as a reaction accélerator.” -
‘45 :76.- A process as claimed in claim 75 wherein the reactmn accelerator compnses 45
T potassmm iodide.
J77.:A process as clanmed in- any of clalms 66 to 76 whu'em the oompound of
formula Xa is formed in sitie.” -
: *.78. A process for the preparation ‘of compounds of general formula Tas defined in -
50 clalm 1 whrch comprises cychsmg a compound of formula XII, 50



in the presence of a solvent 81. A process as clainmed in claim80 wherein
the solvent conprises acetone, di- methylformam de, dimethylsulfoxide or

met hyl_ene chloride. 15 82. A process as clained in any of clainms 78
to 81 wherein the yclisation is 15 effected at elevated tenperatures.

83. A process as claimed—in—et+ai-m-82 wherein cyclisation is effected at®

t enper at \ Of f ’ 84+ A process as clainmed in any of clai ms
78 to 83 jein mmﬂmﬂhmﬂhms 20 effected in the presence: of an

aci d- bi agent* ¢ * 20 .85. A"process - as W

cl ai mred N\ Izau m 84 wherein the aci d- bi rlgﬂmguagent conpri ses an alcoholagt e,
an al kal i n&tal hydroxi de, an aal_netal cafponate or a. tertlary organic_- _
base. 86. A process as. -clai med in claim vvherel n the acid-bi ndi ng agekn.tq
conprises 25 pot.assi um hydr oxige, trief hyl ne or pyridiigRey

25 87. A process as clai rred in ande | g g&]f Av\,herelr(l tr)le L
cyclisation is effected in "t he prese' of_%zan i odide as a reaction. .. .. -
accel erator. 88. A.process as. cl ai me clFai m 87 -wherei n the reaction -
accel erator conprises potassium i adf’de. 8%o-A-@ Ocess as clained in any of
claims 78 to 88 wherein the conpound of 30 formla Xt “i:s’ obtained by .
reaction of a confwbersid Raf R;fRy; Radnd nxpre jas defipgdain claim {,emqfi’amﬂmeme@ntas defi ned

inclaiml and Z WBEWW&?HQ?%Q”‘%EW%E’BW‘EFW‘@? ‘ent’, -each. *
represents a |eavi ng group) W|th a corrp,gund of for rrul a 35 Xl as defi ned N
in claim66.. l Ry. ' 35 90. . A
process as clainmed in clalm_B,Q_ngHel__,_Nln,gh d of formula - XlIl. Z.
represents a chlorine, bromn i%0di ne afom or2 a yl sul f onyl oxyor

arylsul fnyl- .. oxy group and repr esents:@ chlorine, bRemne or iodine -

atom or an al koxy or aryl oxy group. 1, 548, 844

CF Ph oD oEs: BRbATEC) B, He R A% £ llT) O B gt 8

ef fected under the cmdlpmotssm:xdmfmﬂadnmmhexeh,endy@bmpmddwmmﬂamyA of .

claim 80, Bl amdrecys ciricgumioorie slkﬂwbtmww exyc| i s,
89 to:91 Wneli@ t”éfcfeP’Bﬁmf)P °’(’: oo (aioNale: YE 1 wiot h .
t he compound of f Ap}qcskas&maqﬁadm%oimeﬁaher&wmemu&rm&dto ' ‘

[err]. 93. A procmsbemsencdqinn@dmn clai m92 wherein the reaction of the

compound of forrru { herein she solvent gqmpriges agetopes isd at

abi ent t enpgg at uPE”  GhiRE 98 o' 3P Wher@ vt Pl 1 O 193
ned fwl a %(I I

wherein the conpo - ormed 1 n situ.

10 95. A proccess fo$3 t\ samhmﬂlmdammwmmogﬁsegmmﬂemml al as
defined in claim?® A es react| of jformula XY, .
(XIV) R8 (V\/n ei n&&%@l C? gwgycﬁ“?mmﬂf) ‘qlu g acetzel

or ketal thereof W $5h efeﬁrtmﬂcﬁ-b\ﬂdingaﬁendﬁﬁlpmiml n claim
37, in the pr esen&@@ﬁ%t%tﬂ%hyqomeMmeew Grganic/\ :

process. as cl ai rreb“s‘fgkgl ﬁ&%% ghgs w@g&t&gn &ﬁm&:ﬁgffg%%gmﬁn the

pres- ence ofzshydg,agg
Aprooessasclalmedmany0fclauns78t086wheremﬂlecycllsanonls
effectedmthepresence of an iodide as.a reaction accelerator. - ‘
- 88. A process as claiimed in claim 87 wherein the reaction acoelerator compnsw
potassium iodide. T
30 - 89. Aprocessasclalmedmanyofclamls78t088wheruntheoompoundof_ 30 .
formula XII is obtained by reaction of a compound of formula XIII, - . .

<

L

l Ty
| Re. | .

Ryo: =~ C———(CHa)y
_R4_-__ L CO——Y

_ (whaele,R,,Ra,R.andmareasdeﬁnedmclmm 1 andZandY whxchmaybe:_g s
e the same or different, each’ represents a:leaving group) with a compound of formula P i
35 XI as defined in claim 66. - 4 35
. - . 90. A pracess as clalmedmclaun 89 wherem,mthecompoundofformula’XIH-.--.. L
- Z represents a chlorine; bromine or iodine atom or an alkylsulfonyloxy or arylsulfonyl-.... = =~ .. -
‘oxy group and Y represents a chlonne, bromme or mdme atom. or an: alkoxy or! aryloxy;-' B P E LR
group. :



97. A process as clainmed in claim95 or claim96 wherein the reaction is

ef fected 20 with a hydrogen pressure of about 5 atnospheres.

20 98. A process as clainmed in any of clams—96—to-Ql wmherein the reaction

is effected in the presence of nethanol, ethanol or dioxan as solvent 99. A
process as claimed in any of clains 95 to 98 wherein the reaction is ef: ed

at tenperatures of from® to [err] 25" umuumnugmﬁﬁms cl aj.
cl ai m 99 V\herelnthereactlonls effeced at t r
toNermoy’ L _ 2510 A process"f’

prep tionof 93 ON TS —A as defined in clai maf
rr]/\jepresamaff wéﬂﬁw i '

(32 lor daiam90 iwhedin the RaBHY bl g 2
Ul a | ﬂ)rltlﬁCS?chﬁhJﬁh a.@lﬁ ﬁff Inseﬁqcesemesma zyl group.
102 A pr oce;g @?@Sﬁf:dde 4’ﬂége z%aatlon is effected by

nmeans Iy yltlacltlcmno&ﬂd] éﬁllw}'ere g;‘% ‘@‘go@ess as
nzxi at i on | S effect e °ﬁydro

clained in cI aD‘mAL
Pressure of form IIItmthﬁhatoﬂQ&B %{ : 98 tiRScopethd Bl | N C| aim 102
or cl aiygn 108, | a8 of aa, gg Cg} egfhomm}eramns of hydrogen
in the presencgs Ql 'sf%f‘f ’bﬁ‘d chattlg)goal w 95 b e compoynd) of; Alpprocess
as cl ai med lnn:lamyw °1@l¥lmm¢rdlgmehhﬁmﬁﬂii%g s effected in
the presence of a sol \(ent 106. aﬁmra‘tdé’é&ﬂaea&‘au med .in C?Hg?ér(ri] 105 wherein
- the solvent conprises ethariol or et hyl acet ate 40 107. A process
as clainmed i'n.any of clains 101 to 106 B t he dEb@ﬁﬁfﬁl ation 40 is

effected at tenperatures ofefrem2cH6 -108.. A pr s for the
preparation of compounds.of general form#a as definedin claim1 wherein
R5 represents an alkyl group containing fromfeto 4 carbon. atons which

conpri ses thyé@mqgagdﬁ Qf formula | as defined in claim1l wherein
[err] 15 Comnbtllllnbafﬁﬁinﬁlaé\ll \)\ﬂw aaﬂalapkuabﬂﬁesf}a,ﬂa,{ kyl ati ng

agent. . alm °f(,¢'amlitr acti- c| aijgn 108
wher €in thg-ﬂ J@Wm m@&ea&kﬂﬁh %rﬁ di al kyl sul phate.
110 A process7 109 .wherein the al ky tpfeﬁg agent
.conpriZes amhah fg;outga 96 Wherem thel&&non/is deq@sgess as cl ai med

~in any of Fsoclaixﬁdam\/ﬂgr on IS 50 effezoed in the
“presence o%t%% ﬁﬁflgﬁz L oxa é‘?"%"&l“\/@ﬁ‘i‘eﬂ 112. A process
as cl ai nedaticemperaiire &t o oglgg°f€¥NQ125 tol98 whére:eiﬂ‘e@ﬁ&ﬁﬂlsl e presence of a
base. 2813. A#ﬂﬂdtm&ssas #EShidh 9o of clajnms 108 to 1 wherein the

reaction |°§“’!ﬁ mmz@ﬂf@&ﬁed at tenpera i g‘%’%‘f‘”ﬂ*&ﬁ?ﬂ@éatmwr] 25

55 114. A ,prcﬁg,e 'aﬁhmpqrwoc bhcompouilﬂh&f gbiiedal folifuPF GRAEALT On- of
corrpog(hnds ccthp éfr ufa ?gz;? L orhich cmﬂm{se&ﬁsunﬁylaan t hyl group,
-wher e th as At 7 Tepeats @fberfz dehyde and formc
aci d. ly ac“med hydrogen mggmﬁ l‘“‘°‘“’°§“§gr8g;gtﬂs Y 30

22 115. Ah ﬁ@sﬁsm m"”"ﬁ an‘-lam a02wicteth WbEERAbelds {I ation is
effected at ﬂMeAbprb&egsrhg cﬁg reaction mxture. A process for
t he p?5epa hmqanmmma pgmoplaﬁ M@ebduﬂadmds inclaimil

wher ei n B ﬂp ncs‘:o zry#nygxf s s benzylatid§ a com 5

» pound ' of f O108LIA PrdcesilSs in cl a| m1 wher el n Fents a hydr ogen
. atom 5ethy] Acemte. pr ocess as cldélmnbo g Wherein It%ﬂmivallﬁomﬂn&semob&nzyl ation is

- ef f ec®ed Process as claimed in
. Q){ffﬁi‘ﬁ femperatures of from Zagli’oﬁgsglélms 101 to 106 wherein the debmzylanon 40

108. A proce:
in claim 1 hera:s 1{“ che Preparation of °°mp0unds of

e Bt
amyllh%'dﬁor dialkyl sulphate, claim 108 wherein the alkylating agent comprises s 3>
Process as cl '
alkyl lOdlde or bromide. aimed in claim 109 wherein the alkylatmg agent compnses an

| 50 - A process as claimed in any of claims

108 to 110 wh o
presence of acet erein the alk lanon
112. A process as clairad ollllle’ d;mottfthc)]';fomamlde or dioxan as solvent. y . 0

effected in the presence of a base. ims 108 to 111 wherein the alkylation is -

113. A process as claimed
55 effected at temperaturas of from 0]::; ?ll)z ct:)f claims 108 to 112 wherein the reaction is

114. A process a5 cl L
. general form ula T wheres all{nefe In claim 108, for the preparation of compounds of 5_5

comprises a mixture of fonnaldeh)?;:s::;sf:rmt?gdgmup, wherein the alkylating agent



of a benzyl halide. 118. A process as clainmed in claim116 or claim 117
wherein he benzylation is effected under the conditions defined for the

al kyl at+-oep—+f—any—of—ctarrm—1it—toe—3113—16 : 119. A process for the
preparation of physiol ogically conpatibleacid addition salts 10 of
conpounds of general formula | as defined in claim1l which conpyises

reacting Qpou lﬂl,ﬂllujummns defintéd in claim1 with an appropriate
roc clai'm 119 whergin the agi d-conpri‘ses

acid. 12

hydr ochl o |c phosphorlc hydr’obromc f | furic, Iactlc tartarlc Qr
acid. 15 el 20 ARLQCLSS for thoty i : ey

fornula | as defi ned11515 prmesslaalclnim&d andaxmhm whqméhyﬂie(alkﬂgiooaid
aci d addition sal bejlingpeias of gheiresrtion migturey o -

the preparation of, GAIPOLIIREES oF FBTEre
their physiol §gi Cbuini of:mag ' ' ‘

herein described in’ al‘i‘yAcﬁmcEs&amﬂixmedij:daon 15 wherembenzylauonxseﬂect:ed by means . :
20 123. Conpounds%ﬁ hefide. forrml f| ,;'I ﬁ aim 1. and. t heir
physi o- logi cal |y GolliabsDke m& @,ﬁ&,ﬁ”ﬁm% {(‘,g%fné process
as cl ai med i ngany. of 199 wpﬁce& ¢ @he Jplop 4»fp *beeaﬂcaluoiamul atol -

m | a_nd

as defined in cl alﬁncgnmndl;vhlﬁng (flefined pclaim 1. 'ahl ctwg—:ja acid ',.
addi tion salts whép™ qeguip {as 4 el éPﬁ%"f claims
9t 047, 58to 115, ,;;52‘" gg llﬁlt‘%ﬁﬁ &8 %“sﬁ rotice,

corrpri sing, as act | vezm AQpreueis @o the ﬁ-&pafaeasdf f&fnufaaraauahed asts
defined in claim @d#milﬁ)ﬁyfmmhb’gloﬂleﬂmwmmﬁﬂmﬂbﬂ@ﬂmﬁ suhdantially §sderesal t -

t hereof in associ & TBG t

Conposi ti'ons as cliRicgif1isd eé(? .M@ﬁ%g’ﬂ s°£1%°§§'m i%*f i eectal
30 parent eralzoadmhermﬁeea-tbed)inan ME‘ nfples mam ions as clained in cl a| m 1252(Dr
claim 126 in the fort 301‘30 nedsiPons,

supposi tories and} g%ﬁ" ”‘T ﬁ%ﬂmﬁ’f‘?mmﬁggIPMﬁ'

125 to 127 in the Tonm. s @ﬁgeﬂéﬁltf&mulaIasdeﬁnedmdamlandtheui)hysldoglo; _
35 129. Compasi ti @ﬂyasnpaﬁlﬂn wstjaddmoxcbaas whétxasepahébmarpr@ashs 25°

contai ns from 50 tc’d"‘?%@’ ; I%H% édl ent 130, S| t

claimed in any of Ghataliof ta e %’hﬁﬁ‘,%g %

conpri ses a conpou sanmbfanmﬁxamdamyp p:

Phar maceuti cajp co oélﬁe WHE’S'&‘JPS@?‘ dlpimed) i qlﬂuellﬁ mﬂ@ﬁh Stsutisfmntal,a&hymas _ :

hereln 40 40. ) P R 7 C Lt[,O ntlaIIy
' s ~ gﬁ;@:&a gﬁuu § A%'p |m(96?§?a Z’Ieg‘FRANK

DEHN & CO., Charter edZP&bmpdsmdhgaﬂtlmmd tiipmy bfdlaithO12S @ 1275m theJForniofrigayay ,

cl ai nB

"I'aA!%r o!cess Mo/

G e { a5

London, W C. 235 Pri g for Maj es St.af i oner flce by the Couri &%
Press; Leam ngt on\:g%A %If”iﬂ’mtlgﬂa ‘?S’ﬂne%‘fh sEPPh harrpt on

Bui | di ngs London R GF BV hamoiniNed. ‘_’Yh"r_“’-!“ the active

ingredient compnses a compound as claimed in any of claims 5t 7. - .
131, Pharmaceuncal composmons as claimed in cla:m 125 subsmntxally as herein - 40

40 described.’ .
o 132, Pharmaceuﬂcal composmons substanually as herem dacr-bed m any of
Examples AtoD. - o
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