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iwherein - - '
A and B, together w1th the carbon atoms to Whlch they are attached
- represent a f'used phenyl ring (optionally substituted by from one.to three groups
15 which are alkoxy containing from 1 to 3 carbon atoms, amino or mtro groups) ora 15
fused pyrldyl ring; '
R, and Ry, which may be the same or different, each represents a hydrogen
atom or an alﬁyl containing from 1 to 3 carbon atoms group;
R, representsa straight or branched chain alkyl group containing from 1 to.6
20 carbon atoms or a group of formula —Y-—Z (in which'Y represents a straight chain 20
alkylene group containing from 1 to 4 carbon atoms optionally’ substituted by a
 hydroxy. group and Z represents an amino group, an alkoxycarbonyl group
" ¢ontaining from 2 to 6 carbon atoms or a phenyl or phenoxy group, said phenyl or
phenoxy group being optionally substituted by from 1 to 3 groups which are alkyl or
25 alkoxy groups each containing from | to 3.carbon atoms; . _ 25
R, represents a hydrogen atom or a hydroxy group;
R, represents a hydrogen atom or an alkyl or alkoxy group containing from |
to 3 carbon atoms; and :
_ nis0, 1 or2] _
30 and acid addition salts thereof. . _ 30
" The compounds according to the invention possess interesting
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phar macol ogi cal properties and in particular, in general an antiangi nous,
antiarrhythmc and [err]-receptor-blocking effect. It will be appreciated
i1l be
physrologlcally conpati bl e acid addition salts but other acid addition
S may, find use, for exanple in the preparation of conpounds of
n?zal formula | 5 and their physiologically conpatrble acid addition
When the groups A, [err] and [err], represent” or carry an al kyl
gr 2conta|n|ng froml to 3 carpggﬂﬁ;ons thIS may be a nethyl 2ethyl
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and acid addition salts thereof. The conpounds of general formula |I may,
for exanple be prepared according to the foll ow ng processes, which
processes constitute furt j '

55 A) Reaction of a conmpound of forrmula Il, O [err] 3
1, 568, 021 3 (wherein A B,[err], [err]
and n as herei nbefore defi ned and either R is as defined for R3 abeve an /

X represents a group renopvable as an anion e.g. a hal ogen atomor [err] -and
X together regpresent an epoxy gr oup) w tlt‘gﬁgogorrpound of formula I'll, [egr]
5 (wWhersTmm{erriand ferr{ are as nerernpefore defi Tex)

5 The readtd on magwvherg éﬁt&eﬂ 5 AN @ﬂ?fe@t’é@feﬂﬁlqﬂﬁengyﬂ %ﬂséﬁﬁ'&d I vent ,

Si grgnat ﬁ; SL: ?oggdleéﬁo‘?ggaxg ant :pfé%%%liwge‘%%@f%?: l%’grrpo eﬁhgﬂi for mul a

I11. The reaction may al so, conveniently be Rffected in the presence of an
aci d-bi pdi ng agent such as e.g. 10 ?'_ koxi de or al kali ne ca(his onat e
and optlonally in a closed vessel. Reaction_ 10 tenperatures nay,

exanpl e, be from50 to [err] preferably fronR80 to [err] B) Reaction of a

conmpound of formula IV, Jerr A COO—l (wherein A, B, [err] and nare as:
her ei nbef or e Sdef i rfé’ﬂiﬁle reazgtl:gn mg} Apcicke (E % ﬁ ?i’ér eof wit C TTF

formla V, comprisin lsopropano’l tetrah dr gi‘ f Wﬂ%rfrﬁgﬁ éﬁx{%tﬁs f

her ei nbef ore defi I‘tﬁdﬁvan uflgant xda«:s condpo dfrf&dxulabm he

presence of a sol \aset comeengnthc ¢ted inghepreseacecl an @tlthbmd)h asms@mh@paa

di oxan, di nettyl f “é}%ﬁﬁ“%‘ﬁ@ﬁﬁf%@“ % Iy frl’ﬁf-%oq%‘t%?nd of0

formula V. Opti onal E‘% presence
of a condensation lagaattmmh casipeurg. ofacnnmlakwxl de . 20 and conveniently .
within a closed vessel. Reaction tenperatures.may, for exanple be from 50
to [err], preferabl yA{r opf®H to 140C. The Rgorrpounds of. general fornula I

may, if desired be conyerted into their pHysiologically conpatible acid
addition salts by reacglion with an approprigte acid. gg5 (W) Suitabl e acids
i ncl ude,  e. g. hydrochBdr i tcheTt-opH &Yy cid, hydrlobronmic ackd, 25

sulfuric acid, lactic acid, citric acid, tar t%@zm‘iﬂ'—ﬁﬂm'i\am d and
mal ei ¢ acid. The conpounds of general formulae-11, ILI, 1V and. W2'are known

fromthe |iteratur@h&ein 8B, 5, Ry, qn,an.en.dhyarprdame&meefoﬁrmnmpueamcndeose .
known in thetd it erdetivatethesewiix axphpsnd oBfprmula V, Thus, .for exanple, ats
conpound of fornula 11 nay be obt.ai ned bﬁ/ %_‘l on of a 30 cor rmondl ng
o- hal o-carboxylic acid of fornmula VI, (Vi) B rein
and B are as her el(nbﬁémrle 1dsfhem¢eﬁ:rdddmbd)r epresents a chl or| ne brom ne or
i odine atom) with a éf @a{ . d bq/Pflfectemn ltolm rpsence of a solvent, e.g. :
compnsn g m anol, ethanol, 1sopropano dioxan, dnmethylformamlde or
advantageously an excess of the compound of formula V. Optionally the reaction _
20 may be effected in the presence of a condensation agent such as e.g. an alkoxide 20
and conveniently within a closed vessel. Reaction temperatures may, for example
be from 50 to 200°C, preferably from 80 to 140°C.
The compounds of general formula I may, if desired be converted into their
phys1ologlcally compatible acid addition salts by reaction with an appropriate acid. g
25 Suitable acids include, e.g.hydrochloric acid, phosphoric acid, hydrobromic acid, 25
T sulfunc acid, lactic acid, citric acid, tartaric acid, oxalic acid and maleic acid,
: “The compounds of general formulae 11, III, IV and .V are known from the
“ llterature or may be prepared by processes analogous to those: known in the
literature -(see Examples). . o
30 -~ Thus, for example, a compound of formula II may be obtamed hy reactlon of a 30
correspondmg o-halo-carboxyhc ac1d of formula VI,

ot X

I N \ &
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{wherein A and B are as herembefore deflned and Hal represents a chlorme
bromme or lodme atom) with a compound of formula VII,
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4 1, 568, 021

4 (Wnerel n R4 and n are as here| nbefore defi ned and [err] represents a

, , et 0 acetate as
cat al yst and in the pr esence of a sodi um al kOXI de, e. g. SOdI um et hoxi de,
and gonveniently at tenperatures of from60 to [err]. The carboxylic acid
talned of fornmula 5 Vi, A OO—| Rerr]

R
[err] and n nRy ad.p aregpherein %‘Fﬁr d Ry prpregenty % hd of E.o'rrmla
1 my be ogfr:“‘% ST %mﬂﬁ:?g”ﬁ LR °:‘ i ,.,%i and react i on
with a cor remPeranirdsg;f Frainao po hodCi Theasarbaxﬁleramesmmduaingd bf foronuten - 3- :
chl or opropa¥8Lin the presence of a solvent such as e.g. dinet hylfcsrmam de
or 15 di met hyl sul foxi de and in the presence of sodi um ethoxi de,
conveni ently at room 15efB® ature. The st i ng conpound of formula®lVv
may, for exanple, be obta ned by reaction of _correspond'\;}g phenoxy
derivative of forrruIaXB ﬁ&_[_ Ll&0,) erein [erri hd n are as
her ei nbefore defined) wth a %orresponal"ng o\=/" hal o- car-boxylic acid of
formul a VI .as herei nbefore defined, preferabl y in the presence of sodium
et hoxi de an(!lvhaltemtl’e éhahmldsn asé aa‘hemmb@@ntdpﬁpgﬂnqayhsrmmw@had above, the
corrpounds % herriplsione Slslifrds teaike thecromesparditaexctt ogi cal
activity; se corrpoun whi cg we have tested exhibit an'25
ant i angi nous, antlarrhythm c afjd [err]-receptor-bl ocking effect. Such.
conmpoygds are 25 thus in § _j,lg_gtable For the treatneggy of certain
coronary di seases and hypoten ip or the fall ow ng con’;?ounds

have been tested with resp eHp o /W‘ cal activity: 30 A=2 -
Methyl - 3. - [4 - (2 - hydroxy - 3 - tert. B GHg NO - propoxy) - phenyl | -
30 7 - nEthMXtem hs%q l' € and Jl(a%b)ashtgnl fofe defified). 1hd i S- [2 _'(2 )
hydroxy - 3com;ioﬁi§lﬂ5f u& iy be Wtﬂm%uat:froxﬁ) 2o ge ot)' &Iﬂ% ‘!"e
i soqui nol i nand-redefigivith acotrespuiadigt mjoefihydrin- thatdo dsporlnldalﬂgZI-br()ﬂobydr oxy - 3 -
o ro presg nc_e as e.g. dimet 1 - -
.Iof]gp(r)g.gyl anﬁxmetlgl& illox Q%gl}@m the preserice gp? gtdmm ethoxlde,ggnvglmg %ﬂmgf _15%( ZH% 2 _

(2 - hydroxy -Th’B starﬁ@réompouﬁmbﬂ}'oammcw mtDle @g0ekythple, B obtiiBéd Y- phenyl] - 7
- net hoxy -repation@f Acpiresponding (phefoxy desfretififernmula 6 =2 - Methyl - 3 - 14 - (2
- hydroxy - 3 - tert.butylam no - prqpoxy) phenyl] - 6 7- di net hoxy -

i soquinoline -. 1(2) - one, 40 F.= 2-\ tihyl - ;[4-- (2 -
hydroxy .- 3 - isopropylanino - propg * phenylip-- 40 ﬁ, - di net hoxy

i soqui noI i ne CHartQ%'CHa‘oTF@—(CHa’n AL o—CHz—CH—CHg

Ry

Xy

20 (wherein R,, R,, R,, Ry and n are as herembefore defined) w1th a corres ondingo- . 9o
halo-carboxylic acid. of .formula VI as hereinbefore defined,. prefera%ly in the :
presence of sodium ethoxide and at temperatures of from 60 to-100°C.

As mentioned above, the compounds according to the invention possess useful :
-pharmacologlcal activity: Those compounds which we have tested exhibit an : .

25 antianginous, antiarrhythmic and g-receptor-blocking effect. Such compounds are 25
thus in general suitable for the treatment of certain coronary diseases and
hypotension, .

For example, the followmg compounds have been tested w1th respect to thelr .
biological activity:

30 A =2 - Methyl - 3 - [4 (2 - hydrox I¥I 3 - tert. butylammo propoxy) - phenyll- 30
7 - methoxy - 1soqumolme - 1(2H) - one,
B =2-Methyl-3-[2-(2-hydroxy -3 - lsopropylammo propoxy) - phenyll - 7-
methoxy - isoquinoline - 1(2H). - one oxalate,", .
C=2- Methyl - 3-[2-(2 - hydroxy - 3 - lsopropylammo propoxy) -4- methoxy-
35 isoquinoline - 1(2H) - one oxalate, 35
D =2-Methyl - 3- [2-(2- hydroxy - 3 - tert. - butylammo propoxy) - 4 methoxy-
phenyl] - 7 - methoxy - isoquinoline - 1{2H) - one oxalate,
E=2-Methyl-3-14-(2- hydroxil 3 - tert. butylammo propoxy) phenyl] - 6,7-
dxmethox - isoquinoline - 12H) - one, -
40 ethyl - 3-[4-(2 - hydroxy - 3 - isopropylamino - propoxy) - phenyl)- 40
67 dlmethoxy isoquinoline - 1(2H) - one, _



1, 568, 021 5 [err] 6

1,568, 021 6 2.) Effect on the
contraction power and frequency of isola ' |
maxi mum del i vered tension (isometric contraction power) and frequency were
measured in spontaneously beating isglated. auricles from guinea-pigs, 5

mai nt.ai ned i n carbogen bubbled (95% [err]) Krebs-Henseleit solution at a (:;/
tenperature of 370C and in the presence of varying concentrations of the

test conmpounds. Decrease of Test 1,568 age max. contraction 3§
Decrease of, Conpound o gim paw —Tfrequency A
[err] et 50% - 23% [ drr] 1 82%
30% C | [err] . . 17% . § . 15% [err]
29% - 29% D . [err]f S5 3 68%p 3 5 9 A0HE
[err] 54% - .. . 31%[grr] BB [ . T2% - 46%
F ) [err] = — ~ 30% o 22033.10;5= : - 43%
29% G _ [err] 35% - 22% [err] -
48% 37% 3.) Determ-nation ofkgge-aqute toxicity 10
The acute toxicity of the test conpounds it fetiergi ned inJice -
(observation 10 period:- 14 days%:1 after lorgf sand iftravepods 3 ¥ 9 T
administration. The LD weas established {f ripBdshe pﬁrc;g.nt@geg ofx the anigals
that died afiep adm ozt r af &g ofe rioys $ages during the observation
a ioat T oky g g
period: Test§ Cgnpoungg_-s2E28Ew T84 Clerr] A 62
ng/ kg i.v. 4809yl kg«E.?fé@ggdg-E_“a : I7 kg 1.V. C
50 mg/ kg i. Vv outﬁqu'ﬁ-@u@ﬁ’%,ﬁé’ed) 500 ng/Kg p.o. (O out of 5 animals
di ed) Accorddng to azgg 81‘3.@,‘3@%3,4@& urg of -the fpresent invention there are
provi ded 15 pRAr macEB@FEA 3 cﬁﬁj@gg’l ong cor?nﬁ-? ing, Bs Rc® v& i Rgr &di Bnf ,
at |east onesc@mpoun ﬁﬁe@ﬁgﬁ 8ezas herei nkef dre defined or
physi ol ogi ca¥L\& con "'eaj g pelg gadtiptiorl salt tHereof in association with a
phar macgut i c;%{E 6carri_g-r5 @ﬁfeggr &€ & For| pharnmadeutical adninistration the
conpounds of$ eneraLeﬁbEjnﬂ °h>§@¢§20 - |- their Jphysiologically conpatib}e
salts may bet rﬁ:or-pom@&ga-gﬁc}:@mgonve nt i Srgal 2Q pharnaceuti cal
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7 1, 568, 021
7 forms include, for exanple, tablets, coated tablets, suspensions,
suppositories, powders and solutions e.g. for—injection. The active
i ngredi ent may be incorporated in excipients custonarily enployed in
pharyaceutical conpositions such as, for exanple, talc, gum arabic,
| agt.@ose, 5 starch, nmagnesium stearate, cocoa butter, aqueous or
nofl) agueous vehi cl es, fatty 5 substance of animal or vegetable origin,

af fgi n derivatives, glycols, vakigus wetti. ng, d| sper si ng or ergl si fying
agent’s an reservaii ves
f or nul at ed ZASEfge}s%rg@emvsctloeaewermtfqu&mg °ééf8¥§t°€c?“f‘ﬂ°%%fp‘;§?y a fi )be‘d dose
of active PHOTEER 8fthum BHiveR ﬁﬁsx@éﬁﬂ@tu@ Bodtactidh power) bt frglétlcy S contain {rom
50 to 250 RigreOmessttedVia spofta tbeatihp Cisdlaied auvidhg i@ -guindddpigd, M ti ng exanpl es
serveSto i mamsetnredtnecm%e b@bbd(%f/rﬂaerﬁ/i 1) KTtbe-P@n@th@dhtmat gcturé of the

new conpou f 3U&etrdpy thepresehte fivBDEsopreatratings gl th efent ar y “
anal ysi s: anpl e 1 15 2:- Methyl: - 3 - [4 - (2 - hydroxy - 3 - .
tert. butylam o - propoqy) - pheny. -7~ mefhoxy- 15 1Jsoqui nol i ne -

| (2H) - one a)] 2 - Methyl - 3 .- [4] - De@edeof epoxypropoxy)l - phenyll - 7 -
met hoxy - isod quFesélj ng - ﬁ%ﬂ) - | etecontaion | ( Pociepssiof + 1209 of potassi um
tert. but oxi de |w&PEPosed m%ol'u i of°BY 20 | 398" (140 mol) of

2- met hyl - 3- (4{hydr oxyph nyl) /- metjhoxy- |squ| olrne-I(2H)}- 20 one in 20 n
of di met hyl sullf oxide w tjh stiorri ngf Aftsex a short B%ne the potassium salt
was precipitaged. 2.8 m| of3.®5 br ojohydP¥n wede add%&d thgreto and; after

stirring at rgomt npereturéemuntil reaghg an - S collml ete,| the, mixture
obt ai ned was fpoured on ijce-Watser . [The cgg%st al'lli ne Bygeci pl tate thus f or med
was filtered ¢ff with syction, 25 washed and dri‘ed. -
25 Yield: 2.86 g (B5% of th!ewr‘y) "M p.: 63%3- 15 oC [40%r] (337 37) CaI cul at ed:
Cr1. 20 H{5. 68 N4. 15 30 Found: 71. 14
-~ 5.65 4410 E. _3.1%_‘ : _ ﬁ%) 2-. Ms}&yl 13 - [4 - (2-.
hydroxy - 3 - jtert. butyljam nd™ priopox ph nyl]~- t hoxy -
i soqui noline {4 1( - .dqne 2485 g (7. 530wol ) af tma%epom de obt ai ned
according to fkxanple | {. ab®¥e werg heeﬂt%d witth 2529 of ftert. butyl am ne up
to [err] in ajclosed vegsel . After| 2 ho s 350 Y xcessl am-ne was renoved
in vacuo and the dfanul gr r g% .glue hus‘é ta| ngd . wag% 35 rjecrystallized from
acetone. Yield: 2.1 g (40%of theorv) Mp.: 130-[err]\ f rr] (410.51) 40
Cal cul at ed: C 70.22 H7. 32 N 6. 82
40 Found: 3) Deter;gﬁlatxo: cof the acugotonigity ds de ed |e 2 2 -
Ve - 2l Rl ihenyi 10~ N -
ethyl. - et tgkt blisieed! age)of the ﬁﬁly tdle afterrﬁﬁ )(mon dequ noline - |

"(2H) - one vdfious dosages dunﬂg megab(eﬁvanwobgnod

2-net hyl - 3-[ 4- (2, 3- epoxypr.opoxy) - phenyl | - 7- net hoxy-

i soqui nol i ne- L(2H) -one, oljt ai ned according to Exarrpl e Ia ere reacted with
1.5 g of 2-(3 ﬂedtﬁmphondyﬁ henyl) N-et hyILQﬂ; hyl ami ne at [er 1. After

reaction, theleruge—protugt—obtarret—we - silica gel
col um (grainjsize:,0.2-0}5 gfh{ Vﬁ ‘phl or of orm rrethan | = 19:1). After
evapor ation, {he product cbt ai ne s 550 - dissolved in acetone and.

. precipitated fs its oxal ane by rm(aﬂ;g/nfp@.t her eal oxaI 1 c .5
. 47 mg/kg i.v. - o _ ' . _ i
¢ -' _ '5(-?-"1“8/1{8 i.v. (0 out of 5 animals died)

500 mg/kg p-o. (0 out of 5 animals died

15 Accordmg toa yet further feature of the _present invention there are provided 15
pharmaceutical compositions comprising, as active ingredient, at least- one
compound of formula I as hereinbefore defined or physiologically compatible acid
addition salt thereof in association with a pharmaceutical carrier or excipient.

For pharmaceutical administration the compounds of general formula I and ,

20 their physiologically compatible salts may be incorporated into the conventional 20
pharmaceutical preparations in either solid or liquid form, optionally in
combination with other active ingredients. The compositions may, for example, be
presented in a form suitable for oral, rectal or patenteral administration. Preferred



acid. Yield: 76.5%of theory (as oxalate) Mp.: 152-[err] (from nethanol)

[err] (636.70) 8 1, 568, 021

8 Calculated: = | C 64.14 H 6,33 N_4.40 Eound:

63. 86 6. 46 4.36 Exanple 3. 2 - Methyl - 3 -. {4 - [3 - (2 -

[3,4 - dinmethoxypheny] - N - nethyl - ethyl-. 5 am no) - propoxyl -
pheny} - 7 - methoxy - isoquinoline- 1(2H) - one 5a) 2 - Methy -3-[4- <Z%
(3 - chloropropoxy) - phenyl] - 7 - methoxy - isoquinoline- |(2H) - one

1.35 g (10 mm} + 20@6 of potaSS|un1tert pﬂ&gﬁpde were added to a 1.

sol utionof 2.8 g—(IoTmoty

2- et hyl - 3- (< hydr ofR h’éﬁ‘ fqtfl-owgemn less tesotaplgts. &'E@PB‘Q"S’N‘PP“mWe in 20

m of dingthyl sulf ofallf ,p&g L Rye
preci pitated. 2.8 nh pﬁirmliceﬁh map&h ﬁmqa emeelxmpl tardpl ht@ltf)};'beﬁ%ct&e}(t ure

and stirring was ccmrmmdwavmrstyamet, ebmem,raaueous preonragueou; vahicla.datty 5

1
compl et e, gr}qgeco%lxt&f%%:’*ﬁ%;é’@{f’mg SLAT gﬁﬂ%tﬂ%ﬁ g%serig&?xzf’@ﬂ;mfg;t hyl,

evapor at ed i n vacuaounitbeia pted to mpdalpwﬁieﬂ%se hctivhlngrembﬁtasuit &shgedmfts ed and

was recrystal 0 zed fPF e‘iﬂlta@gqt@néroet o 2501‘?% vlfeg;'é!:’ ;g:;!r: s:?ﬁgﬂheor}?
l\N/lg 91102 [Cle”] [e% lgﬁ? gl?) %b%wsé@aoeﬁfby R-andNM%gpeg elen};ntg 5. 63

y alysis:
3. 96 9.65 b) 2- I\/Ethyl - 14 .- [3 - (2 - [3 4 - dlmsthoxyphenyl] - N

] T(Etzﬂﬁll --oﬁfawll-s 7 4977 }{I gz %’l"x r‘gcffﬁg" ‘b"f'ﬁo oﬂo’gicfor'éf]ngl'ﬁo%gg:o: 2?
3a were reacted w tabl 21. MethyDf 3 3, (4!3d-| epkieuporienpliehylN- et igthexst higb-am ne
at [err]. After 25 qum?l@actll

lete he raw ct t us obt ai ned
IR AT il e

obt ai ned was di ssolwnedrempltmnez ® méofapitiroprobydrin Mem@dedmhtrhtoetld)eﬂeahmng at:
hydrochl ofi ¢ aci d. T9Pmftempenat \;ggﬁgmhww feorn gé?zg vl %% A wr; suc g;dso
Mp.: 155-[ergd (f r@@ﬁ@‘&éﬁ },n]ep{eglg ApyHe Y’?’;ﬁ e : * C g5

67.32 - H6.74 6. 41 Found: ' 67.00

6. 84 . 4.98 Yidf: 5863;1(8&apﬁﬂ1eery)1 35 2 - Met hyI -3 - [4-(2-
hydroxy - 3> isopr ]?i_t{l é propoxy) - phenyl] - 7 - methoxy- 35 -
i soqui noline - 1(2H"-*orfe rghuced anal ogously to-Exanple | from

2- et hyl - 3-[ 4- (2, 3-Gybamiaygdr opoxy) - pheTiydol - 7- Hes.680xy- |1§&d]51| nol i ne- 1(2H) one
and |sopropyl3<9m ne Bundi reaction tenp®rMture ubb%o [ertf040 =~ Yield: 63%

of t heory M p.. 14q5)[26rlﬁlth 1 [4-(2-h

-3. ydroxy - 3 - tert butylamino - pro oxy) - phenyll-
40 [er r] (396. 48) Cal qul it y - isoquinoline - 1(2H{ - 64k 8y 9 i) K

2.55 g (7.5 mmol) of the epoxide obtained accordmg to Example la above were

, heated with 25 ml of tert.butylamine up to 120°C in a closed vessel. After 2 hours .

35 " excess amine was removed in vacuo and the granular residue thus obtained was 35

recrystallized from acetone. -

Yleld 2.1 g (70%, of theory)
M.p.: 130—131°C .
C,,HMN,O. (410.51)

7.06

p - 40 Calculated: C70.22 H7.32 N682 40
~ Found: 69.90 7.29 6.75 _
Example 2.
2 2-Methyl-3-{4-12- hydro - (2 - [3,4 - dimethoxyphenyl] - N ethyl ethyl-
_ : ammo) - propoxyl - phenyliy -.methoxy - isoquinoline - 1 (2H) - one
45 g (5 mmol) of 2-methyl-3 -[4-( 3-epoxypropoxy)—phenyl] 7-methoxy- 45

: 1soqumolme-l(2H)-one, obtained according to Example 1a were reacted with 1.5 g
- of 2-(3,4-dimethoxyphenyl)-N-ethyl-ethylamine at 140°C. After reaction, the crude
product obtained was filtered through a silica gel column (grain size: 0. 2—0.5 mm, .
eluant: chloroform: methanol = 19:1). After evaporation, the product obtained was
50 : dnsséolved in acetone and precipltated as its oxalate by means of ethereal oxalic - 50
aci :

Yield: 76.5% of theory (as oxalate)
M.p.: 152—155°C (from methanol)
C3H oN,0,, (636.70)



Found: 69. 38 7.14 7.10 45

Exanpl e 5. 45 2 - Methyl - 3 - [4 - (2 -
: — 4 1-n0) - pro- poxy) - phenyl]
- 7. - methoxy - isoquinoline .1(2H) - one. Produced analogously to

le 2 from 2-nethyl-3-[4-(2, 3-epoxy- propoxy)-phenyll - 7 - nethoxy -
uinoline - 1(2H) - one and 2 - (3,4 - dinethoxy- 50 -
yl ) et hyl am ne. Yield: 71% of theory (as oxalate) Mp.: 208-[err] (from

acet@pne) [errl]l(608,64) 1,568,021 81, 568, 021
9 Cal cul a . 5. 96 ‘N 4 59 Found: -

62. 68 E?u "y 4 45%§uérrp| e 222 ; Hmﬁg | -3 -2 - (2 -SHydroxy -
3 - isopropyl am' no . - propoxy) phenyll - 7 - rret hoxy 5 .

Exam le ’ 5

I soqui noI} n 25—1) one hen :
Prodyced an % 3)(oxglo Bé}rjezhﬁw Fﬁ' ’im’;:. }%ﬁ)mt e'[hy €epoxy-
prODOXy) a) M&}i oxy)l-§ﬂé]1§ll]l’-10 lmaehoxy hbnohneone ar?d

i sopropyl am K 82 8% of theory (as.oxalate p. 216- 2180C (from

met hanol ) e%l 31503 (10 (ﬁn@f}, 1 ﬁf 2?%1% ter;l butoxnde were ac.lded to a solutlon of
10 Gyl c Ol OF dimethy st cAe A e o e B eai

61. 70 precnﬁﬂa%éii 2.8 mit of 6-b1¢ﬂnd§3@ ehtgxopropane Avere mem;d the mikturédnd (2 - hydroxy -

- ti at te, th -
2 - | sonr SIS G S o
- isoquin :H:é ext ere d over sodium su R,; and evaporated in roduce
analyjggous QIodrBssBll&HiB dbtdme s6ldified -and/Wh el:rys’callbed filo z&:/aher EpOXjs Propoxy)
- 4 - et hox hen met hoxy - isoquinoline - 1(2H) - one and
isopropyl &tl(o%‘ /Pééﬂ‘f'?’% temperature up to 200C. :Yield: 88% of theory
(as . oxal a 0; 3513M p.: 165-168C (from nethanol) - -
20 [err] 16: 553 Cai cul at%o‘! e C. %%9?5 '_@89H 6. 24 ‘N 5.42.
Found: alculate - B g g 16 5 anple 8. 25 .2 -
vet K9 §°““d[2 S (2 - hydr(§$3 Lrt. butWam no %propoxy)m 4 -

thoxyphWLlMgthy2537 4 - r[ytlm)xlmt a;&ﬁﬂxukﬁﬁéﬁynen Heddyl - ethpine Produced
anal ogousl y Wnﬁxmwlr PIhFlUih 7 - mhethoxyy Ilsoqmsolme -2QH) ( 2p8 - ‘epoxy- propoxy)

- 4 - et h r{gﬂ)oft pro dac ? 3aw lawted one and -
(3,4-dimgthox - at 1 .

tergg but yr plete thn\? o % Qlfta s3fil t"éa tlf?& hals . s 115-120C

(fr om acegemndbmh m); 124 IEa%ﬂ .chibjoférai: methaiot ¢:19.1). After C61. 12

H6. 46 evap l%g ct obtamed was dissolved m acetgg: and precxpntate@wglg 5.19 35

Exanpl e g°thered ricacid. 14 . (2 . hydroxy - 3 - tertbutylanino -

pr opoxy) Yleﬂhﬁﬂyhkstsﬁoﬂtheorﬂlashydroaﬁ)rﬂgt hoxy - ISOqUI noline - 1(2H) - one

30 M.p.: 155—160°C (from acetone) . 30
C,,H,,CIN, O, (553 .09) - : L o
Calculated: ~ C67.32 'H6.1_4_ N507 . Cl64l
Found: _ - 6100 - .6.84 498 ° Ci631
. Example 4, e N .
35 - 2-Methyl-3-[4-(2 - hydroxy - 3 - isopropylamino - propoxy) phenyl] 7- methoxy- 35

isoquinoline - 1{2H) - one

Produced analogously to Example 1 from 2-methy1-3 4-(2, 3—epoxypropoxy)-
phenyl]-7-methoxy-isoquinoline-1(2H)-one and 1sopropylamme at a reaction
temperature up to 50°C. _ .

40 - Yield: 63% of theory

M.p.: 140—142°C S . 40
C3HzN,0, (396. 48) o _ e .
Calculated: =~ C6968  HT.I2  N706 ° -
Found _— o 69 38 14 110

45 ' Exam le 5. 45

2 - Methyl J- [4 {2 hydroxy -(2- [3 4 - dzmethoxyphenyl]ethylammo) pra-
- poxy) - phenyll - 7 - methoxy - isoquinoling - 1(2H) - one
Produced analogously to Exam?le 2 from 2-methyl-3 [4-(2 3-epoxy-
propoxy)-phenyl] - 7 - methoxy - isoquinoline - l(ZH) one and 2 - (3 4- dlmethoxy-
50 phenyl)ethylamine. - 50

~ Yield: 71% of theory (as oxalate)
M.p.: 208—210°C (from acetone)
C,,H,gN,0,, (608.64)



Produced anal ogously to Exanple | from2 - methyl - 3 - [4 - (2,3 - epoxy-
propoxy) - 6,7 - dinethoxy - isoquinoline - 1(2H) - one and tert. butyl- 40

amne.__40 Yield: 65%of theory Mp.: 1-65-166C (from acetone/ether) [err]
(440.53) Cal cul at ed: C 68. 15 H 7.32 N 6.36 45

Found: 67.70 7.23 6. 41
45 Exanple 10. 2 - Méthyl - 3. - 4 - (2 - hydroxy - 3 - isopropylamno - I /
propoxy) - phenyll - 6,7 - di- nethoxy - isoquinoline - 1(2H) - one :
Produced anal og?uslyhtholrzfarrplpe_’_l_ f[‘_om ;?,,sss,di?t. hyl - 3 [4 - (2,3 - epoxy-
50 B pEO_pUX‘]', PRefy o treroxXy———rsogur norrne - 1(ZA) - one
and iso- A50 propyakninted:.. 10 C63.14 H5.96 N4.59 ' 1,568, 021
10 Yiel d: 81% of tR&Mky M p.: 206- 2(??@8(fromse?@et.one/ﬁgher)_[err]'( 426. 50)
Cal cul at ed: L C 67.58 Exiingle 62 N 6.57 5 Found:
61336 . 7. 0242-Meg:ljzl.-e._-&;-§2-hydroxy-3-isopropylan&'noﬁﬂ’ﬂWbPhQWﬂ-ﬂ ~mathoriny| - g,
- - nmet hoxy - - (spquino r -one3 - | sopr.o anm - 0 .= pheny?Pl -
- y : iogalsly to E FE Exyﬂ- tHQ-s-HEéP??(Yl _pheny

7" ety | soq, SRR s e A Mt el
from2-- methyl -°3 3”% hoxy - 4- 33 ‘10 © ~ epoxypropoxy) .- .phenyl |
- 7 - methoxy - i syi€di828Y/ sfaheoryl(a® bialate)one and i so-.. 10 propylam ne. Yield:
77% of theor¥) M‘p-.l\cdz-%}%ﬁ(—)i?g&g(gt%m_ #9one) [err]. (426.507) 15"
Cal cul at ed: 10 AT C 67.58 - H7.09 - N ®6.57 Found: - 10
67.35 7. 15 Calculated®- 76 Exanpl egil’d 2 -gbki hyl Ns3Ie¢- [3 - nethoxy - 4
- (2 - hydroxy - 3Feund:2 - 12 .- net hosymhenyl | 633 et hyl 6.1&m no) - propoxy) -
phelnyl] - 7 - nmethoxy - isoquinoline - ﬂ::ga?np 5 one 20 - Pr oduced
anal ogously to Ex € FAM 2 5 0Bt Wy s tarmind SorapoSit PORYnoxyphtuyt:- - (2, 3
oty b opony) PR <72 IRl o dropell ¥Rttt 0L
- (2 - net hoXyphenyl )réduyédoamiatlogouslyite Egamdlé ¥drom 2 hmethyl -(3as2g X aFEZ‘YéM p.:
197-199C (from r’ret-mam&ﬂ?' 95 methogc plpg -ggogl_egg y - 1sogémolme - 1(2H) - one an

Hop gperaturg prto 0°C. 4. 60 Found:

25 Cal cul at ed: 1sopropylamine at a r

63.40 6. 11 vield#8dh o8B M okalatep - Methyl -.3'- [4 - (2 - hydroxy -

3 - isopropydeani nOM.;;.l;o T (froplwedatioly| | - 7- 30 , - met hoxy - 20

ISOEUI nol i ne - 1(2FHxNEhd5858duced anal ogously to Exanple I from2 -

methyl . 3 - [4 - -epoxy- 30 OXY) phenet lsh - 7 = et hoxy -

"soqui ndi Pre - 1( ZBfcsERe ana 1s0-Co0g ) e REg o |

g Example 8. o T

25 2 - Methyl - 3 - [2 - (2 - hydroxy - 3 - tert.butylamino - propoxy} - 4 - methquphenyl]-. 25

7 - methoxy - isoquinoline - 1{2H) - one - .
Produced analogously to Example 1 from 2 - methyl - 3 - [2 - (2,3 - epoxy-
propoxy) - 4 - methoxyphenyll - 7 - methoxy - isoquinoline - 1(2H) - one and

tert.but_y_la_mine. _ _

30 Yield: 90% of theory (as oxalate) o

) M.p.: 115—120°C (from acetone/ether) : L 30

CoH,N;0, (530.55) M | | L
Calculated: C61.12 H6.46 NS5.28
Found: 60.91 6.32 : 5.19: i

35 _ ) Example 9. | )

.« 2 - Methyl - 3 - [4 - (2 - hydroxy - 3 - tert.butylamino - propoxy) - phenyl] - 6,7 - di- 35 -
. met{oxy - isoquinoline - I1{2H) - one .. .-

Produced analogously to Example 1 from 2 - methyl - 3-[14-23- .epox3:'-
_ propoxy) - 6,7 - dimethoxy - isoquinoline - 1(2H) - one and tert.butyl-
7 40 amine. . - . - e e e e

40
Yield: 65% of theo?' S IR )
M.p.: 165—166°C (from: acetone/ether) .
C,.H,,N,0, (440.53)
Calculated: C68.15 H7.32 N6.36 :
45 Found: 67.70 2123 . 641 S 45
Example 10. ' o

2 - Methyl - 3 - [4 - (2 - hydroxy - 3 - isopropylamino - propoxy) - phenyl] - 6,7 - di-
methoxy - isoquinoline - 1{2H) - one L
‘Produced analogously to Example 1 from 2 - methyl - 3 - [4 - (2,3 - epoxy-
50 propoxy) - phenyll - 6,7 - dimethoxy - isoquinoline - 1(2H) - one and iso- 50
propylamine. : : _



propylam ne. Yield: 77% of theory 35 Mp.: 137-139C (from

acet one/ et her) 35 Cal cul at ed:
C-70--75 H.7 59 N_6 60 Found: 70. 40 7AB
6.61 - Exanple 14. 2 - Methyl - 3 -13 - methoxy - 4 - (2 - hydroxy - 3 -
i sopropyl am no - propoxy) - phenethyll- 40 .7 - methoxy -
i g00ui noline - 1(2H) - one Produced anal ogously to Exanple | from2 -

toyl - 3 - [3 - nmethoxy - 4- 40 (2,3 - epoxypropoXy) - phenethyll - 7 -

i soqui noI i ne - 1(2H) - or nd | sopr opyl am ne. Yi el d: 80% of

t heo 4 =T o)
45 [err] (eéd.. iﬁﬁ)ofﬁhdoewl ated: - o C68.70 - 'H7.54 y N 6. 16

Found: M.p.: 206—207°C (from acetong/gthex) : 7.54 6. 03 11
1, 568, 021 CuHaoN:0s (426.50 50 11 Exanple 15. 2 - Methyl * 3 -
13 - et hooYeutatds: = [3 - (2 - op @%@oxyp gyl - ftdy! - amno) - 2 - hy-
droxys- priaakyl - phenyl et hy] 7 hoxy - |$6qgur noIrne - 1(gH) - one
Produced anal ogously to Exanpl e 2 from2 -_ met hyl- : [3 - methoxy -*4 -
(2,3- 5 0 | sgqui nol i ne -
1(2H) - orfe Me%) 0%,5 ‘E,‘j‘ fion) xﬁ‘g Ff'ﬂe} ‘é"f’f?{}’r’%{’rﬁ“’ é’"”"ﬁ'@p&my 4% of 't heory

M p.: 11 7 11=8<ﬁu efdraﬂﬂbmﬂy Examble 11 fom(54fetHyV)3 - lslmeth&:yllmta-t ed:

C .701®80 epoxypropoxy) - phenyllt % - imethoxy rdisoquinoline - 1(2H) - one and iso- 7Q020

" 7.03 prepygapne. . .10 Exa_rrple 16. 2 - Methyl - 3 - [4 - (2 -
hydr oxy - $ierd: 74 bf thedgry|-am no - propoxy) phenyl| - iso- quinoline - 1(2H)
- one 15 M.p.: 144—148PQ fomedcesone) ogously to Exanple | from2 - methyl - 3 -
[4 - (2,3 Gl (8263%)) 51 0poxy) - phenyl] - i sogui noline - 1(2H) - one and
tert putylcacdiidre. - Yiel d: 84(%C<3f75§heor;q7%p As7132C (from 15
~acet one/ ethmna [err](380 48) 20 67.35 Cal qubat ed 676

H 7.42 Found 72.80
7.48 E§a?3)' o7 3-pp fkth% IJ( - L4 0
thoxypheny «ffﬁx ;fzny@ tsaqéﬁﬂ’lﬁe-e W oo %% - 7-
et hoxy - arrw)goustlr(t’b xamp rﬁafr 2 < methyl - 3Pr[3)dunshloxanal ogously to
Exanpl e 3 ;‘r gﬂﬁgﬁﬁ?ﬁgethﬂ egyll - f 2 methgxy - isoquispline - KD 08p8%,) - phenyl| - 7
- met hoxy =" Fsoqu P y%f"ﬂﬁ) - one-and 2 - (4 - nethoxy- phenyl) - N -

met hyl et thlalmmoftHcm&sow%)of t heory (as hydr ochl oride) Mp.: 229- 730 C
(fr acet?r%. %ng)"m n“"ha[“é)rr] (523. 07)
250 C68.88. H6.75  N536 2C 6.78

C 72.61

cuI
Calculated: C6318 - HG6M4 - - N4G0
Found: : B 63, 40 S 6 ll L 4.56
: ] Example 13 ' .
2 - Met};;vl 3-14- (2 hydroxy - 3 - tsopropylammo propoxy) phenethyl] 7- :
30 methoxy - isoquinoline - 1{2H) - one 30

Produced analogously to Example 1 from 2 - methyl - 3 - [4 2,3 - epoxy-_
propoxy) - phenethyll - 7 - methoxy - isoquinoline - 1(2H) - one and iso-

propylamine.
Yield: 77% of theory - L
35 M.p.: 137—139°C (from acetone/ether) ' 35
Calculated . C70.75 - . H759 " N6.60. _ - S N
Found: B 7040 748 - 661
" . Example 14, )
2 Methyl 3-13- methoxy 4 (2 - hydroxy -3 - zsopropylammo propoxy) phenethyl]- : -
40 7 - methoxy - isoquinoline - 1{2H) - one 40
Produced analogously to Example 1 from 2 - methyl - 3 - [3 - methoxy - 4-
(2,3 - epoxypropoxy) - phenethyl] - 7 - methoxy - lsoqumolme - 1(2H) one and _
isopropylamine. .
_ Yield: 80% of theorg' ' S -
45 M. p 162—164°C (from acetone/ether) - . 45
 Calculated: - - C6870 - H154  N6.I6

Found: . | 6860 -~ 754 - 603



Found 68. 60 6. 70 5. 36 6. 82
Exanple 18. 2 - Methyl - 3 - 14 -13 - (2 - [3,4,5 - trinethoxyphenyl] - N -

met hyI -—ethyl- 35 amno) -propoxyl - phenyll - 7 - pethoxy -

i soqui noline - 1(2H) - one 35 Produced anal ogously to Exanple 3 from?2 -
methyl'- 3 - [4 - 3 - chloropropoxy)- phenyll - 7 - methoxy - isoquinolin

- 1(2H) - one and 2 - (3,4,5 - trlmethoxyphenyl)- N - nmethyl - ethylam ne
Yi el d: 53% of theory (as oxal ate) 40 M p.: 224-2250C (from net hanol)
40 [err] (63q 68) Cal cul at ed: - ' 1,568,021 C 64.13 H 6.33 N 4. 40
Found: . : (}3 3 oF ;;;5 L+. 35'—Exa|rp| e 1545

2 - Methyhes 3 - 14 - 3 - hydrox xgmpie d>5.- cre pro mno) -

pr opoxy| - pheny|2| Methyl - enyrﬁg LF&@W yi Xgng é- Produced
anal ogously to Exaﬁmidﬁ':; f’pﬂﬁéofsl Ilh izfro 2 ot~ 3(”5-111 PIOA2,Br OPOXY) -
phenyl | - 75- neteparypropodysopheneth: l] ne- mi:(hatj) 1soqomehrand(%I)- ohy dndoXyo-- 3- ¢ -
cresyl - propyl arfstkoxypheny] 3 ethylamine. 1,568, 021

12 Yield: 70% of {rlplgo-my &qﬁe&%al ate) Mp.: 178-[err] (from nethanol) [err]
(592. 65) Cal cul atMgh:: 117—118°C (from acetonelC 64.85 - H 6.12 - N4.73 5
Found: CsHagN,O, (546.67) 64. 50 - ' 6 21 4. 66 EX8.ITp| e 20. 2 -
Met hyl - (2 - hydroxy yI ' pyl am no) - pr
poxyl - phelr?y -F&%éater‘rie t hoxy - |squ| |7@ one ﬁ%ﬁ -NES @va Produced 16
anal ogously to Exanple 3 from2 - nmethyl - 3 - [4 - (3 - chI or o- 10

- ph | Is|1 -
E;g?gg)_ 3p S?y %O%g‘g&gﬁff ;)’figﬁx "?féfyzﬂm"&%"g%”’f)h@ ﬁﬁl( as oxal at e)

Mp.: 195-1f%/C (frormr rté Exdnifde 1 @i 21 Smethyl -Gad Bul(aB edpoxy- 15

C. 64. 85 H .6. 1ptropoxy) - pheﬁbrl]?asoqumolme - 1(2H) - on¢ Bnd-tenttutyl - amine.

64. 70 6. 13 gfg anpl e 21. 2-Mathy|.-3-14-[3-(2-
Yield;

hydroxy - 3 - - MY ?3@. n@emﬁmaca@fc@mham ‘nQ) - propoxyl - phenyll - 7 -

met hoxy - isoqui nGJ,H;aHan (38028)) - one 20 : Produced anal ogously to

Exanpl e, 3 from 2 - / 3 - - (. chlo 20 Xy): _" phenyl ] -
7 - met hoxy® i soffff r:‘aﬁF‘?/ne - 1(2H) , %%nd 2h?-’, ydro%?%OS | g
nmet hoxyphenoxy - propyl am ne Yi eI d 77% of theory (-as. -oxal at e) M p. :
156- 158¢C (from net hano

25 Cal cul at ed: 24‘;;;’3; Py “Bc %{; ! ;’; oxy ”ﬁ - methy|- SRR o s

62. 78 25 5. 74 Producé,dggl 2 o behyl -3 14143 = chidro= (2 25

hydroxy - 3 - p - pﬂipbbh)i?lﬁhﬁhdb(-rnethqxweﬁsydmmhm NZH) -onparsl 2 - (4 - methoxy--
phenyl) methylethylamine _

. Yleld 75%, of theory (as hydrochloride)
: 229—230°C (from acetone/ether)

30 C,.,H“CIN 0, (523. 07) : : o : 30
Calculated: - . C6888 . H6IS 'NS536 - Cl678
Found Coe -68.60 6.70 536 - 682
' Example 18. o
2 - Methyl - 3 - {4 - [3 - (2 [3.4,5 - trimethoxyphenyl] -~ N - methyl - ethyl-
35 amino) ropoxy] nyl} - 7 - methoxy - isoquinoline - 1{2H) - one 35
Producedp analogously to xample 3 from 2 - methyl - 3 - [4 - 3 - chloropropoxy)-
N phenyll - 7 - methoxy - isoquinoline - l(2H) one and2-(3,4,5- trlmethoxyphenyl)-
. N - methyl - ethylamme o o _
Yield: 53% of theory (as oxalate) '
‘ 40 M.p.: 224—225°C (from methanol) D , 40
: CoHioN,0,, (636.68) - _ S - :
: Calculated I 064.13' - H6.33 N4.40
‘Found: SR : 6371 6.19 4,55
. Example 19.
45 2 -Methyl -3 -{4-[3-(2- hydroxy-3 - o - cresyl - propylammo} propoxy] phenyll- . 45
7 - methoxy - isoquinoline - 1(2H) - one -
Produced analogously to Example 3 from 2 - methyl - 3 - [4 - (3 - chloro-

propoxy) - phenyl] - 7 - methoxy lsoqumolme < 1(2H) - one and 2 - hydroxy - 3-
o - cresyl - propylamme :



30 poxyl - phenyll - 7 - nmethoxy - isoquinoline - 1(2H) - one
30 Produced anal ogously to Exanple 3 from2 - methyl - 3-14 - (3 -

hydroxy - 3 -p- net hoxyphenoxy - propyl am ne. Yield: 77% of theory (as

oxaI ate) 35 Mp.: 172-175C (from net hanol) . .

35 ] (608 65) Cal CuI at ed: C 63. 4 H 5-.96 N 4. 60
Foukgti 62. 92 5.91 " 4.46 Exanple 23. 40

2 - Mephyl - 3 - [4 - [3 - (2 - - Q568,001 hoxyphenyl - ethyl am no) ;5 propoxyl
- phenytT= 7 _- MEBLNOXY - 1 soqui noti ne = J.\Lﬂ) =ome Produced ..

anal ogousl ‘1“67 € ?’C{asf? E‘? met hyl - [4 - (3 - chloro- pwse@poxy) -
phenyl ] (’°I“s’8’§ “ﬁBI i'ne - 1(2H) "one and 2 - o - net hoxy-
phenyl - et ” -’gam ne 45 . Yield: 67% of theory (as. oxalate)

45 Mp.: 2 GC(fromrretharﬁ) [errH6.552. 601)14@Iculated

C 66.18 %Bb‘% N 4.98 Fo?&%’ &3 - 66.10 5

6.18 4.85 13 Exam e 20. -1, 568, 021 -

13 Exanpl e22-4m.thyl Mat- hlyl- B 3(2- {aﬂiro 33 ere@m pmnﬂ@pr,d)arpmo) propoxyl -
phenyl } - o u wﬁl ' 'g"f’r 2}})? ede, - Pgodlgce anal ogously to
Exa”p{oe 3 pr(B - -meth y: 1s I%Oh 1(2}5'51 gf hyddoxé k?r PPOXy) phenyl ]

oveyyl-prdwraminﬁo ne - one an 0-5 pr“opane

Yi eI d: 50 gf s o>3a| ate) I\/l p.: 220-225C (f rom met hanol ) [err]
(575.56) 1 '°1 i %3 ethano,) | ~ C 58.50 " H'5.95 N
6. CaszsNO (592.6 Found . ' . . .. 58.33 5. 87
6. 30 Exanmple 25. 2 - Methyl - .54- 13- (2. - hydroxy = 3 - phenoxy -
pr opylam ncgalcnlafﬁdopoxyl phenyI‘F6 > F%g)xy Nﬁ%ng noline - 1§2H) - one

$duced anal ogously i3 Exarrp fror$1 - nethyl - 3 - [4 - (3
- chI or o- 15 propoxy) - phenyl ]Examﬁ’le 21.met hoxy - ‘isoquinoline - 1(2H - one
and 2 - hydromthyl -3 - ph yBam ﬂmth Iembxy 7@%}(&4'"!40%eOry (as

oxal aje) M p. Proqduced.[anglqyi uglyrt'?@:a (gi K&T 2 - met Ont 4 r!3 (

20 Caf'cul atp%iroxy phenyl] - 7- methox - 1§2H) n5a 2 hyéirox §L 84 %Und

63. 70 yphenoxy- t - [3- (2 -
hydr oxy . - lJt ql)no) - pr opoxyl phenyl I- 25 7, -
rret hoxy - abl &i’g%/ P@ ﬁ-o no'l) one Produced’ anal ogousl y 'to Exanple 3 from
C,,}S,,N,OLAGGS chloro- 25 propoxy) phenyII - 7 - et hoxy -
|squ| noI ine - 1(2H) - one and 2 - ydro>}<ly : S
Calculated: C63.14 . 596 : N460
Found: 62.78 _ 5 74 4. 59
Example 22 L
o 2-Methyl-3-{4-[3-(2-hydroxy-3-p- methoxyphenoxy propyl amma) pro-
30 ~ poxy] - phenyll - 7 - methoxy - isoquinoline - 1(2H} - one : ' 30
" Produced analogously to Example 3 from 2 - methyl - 3 - [4-- (3 - chloro- -

propoxy) - phenyl] - 7 - methoxy - isoquinoline - 1(2H) - one and2 hydroxy -3 - p-
methoxyphenoxy - propylamine.

Yield: 77%, of theory (as oxalate) - -

35 M.p.: 172—175°C. (from methanol) e . _ 35
C,,HS,NZO,O (608.65) - - _ T
Calculated:  C6314  HS9%  N4e0 . a
Found: 62.92 591 446 -
Example 23, PR
40 2 -Methyl - 3 - {4 - [3 - (2 - 0 - methoxypheny! - ethylammo) propoxy] phenyl}- 40 i

7 - methoxy - isoquinoline - 1{2H) - one

Produced analogously to Example 3 from 2 - methyl - 3 - [4 - (3 - chloro-
propoxy) - phenyl] - 7 - methoxy - isoquinoline - 1(2H) - one and 2-0- methoxy-
phenyl - ethyl - amine.

45 Yield: 67% of theory (as oxalate) R o 3 ) | 45
M.p.: 216—218°C (from methanol) : L
Cy H,N,0, (562.60) -

Calculated: eEIs T HEM N4.98
Found: 66.10 6.18 485



2 - phenyl - ethyl - amne. Yield: 74%of theory (as oxalate) 30 Mp.:

- t hanol err] (458.55) _
g(l)SCSIZSSI <(51I reg:m " - C _65. 68 H 5.88 N5. | 1 Found:

65. 83 5. 88 5.26 Exanple 27. 35 2 - Methyl - 3 - [3 -

(2 - amno - ethylamno) - propoxyl - phenyll - 7 - net hox*I i sogui_ n(i)l4i rle A ~

1(2H) - one Pr oduced anal ogo_usl¥ to 'I[E>r<]arrpl e fsgaapmzjl i-nget >1/(2;_|) S o

- - pox - phenyl] - 7- nethoxy - _ -

1 ghl O(rj?g;npnop- l,ﬁ hang. Yield: 73% of theo ’3_46 d! oxal ate) 40 ?\/l gé'lél

235-240C (from MeTMamor ) TerT {56+ "Example 24. 55. 87 5. 64

H'5. 56 N7 46 F? ym”% -3 j\%" (3.- agu‘ .Opfga;mi@'g- proffo2y] - phenyl} - 7 - methoxy-

7.38 Exampl e 28. 45 isogdindlin -i(ﬂﬁ-one h 1y . _ mrethoxy -

i sopr opyl oxycar bony! et MrbdugedealogoifdlyQB BMihple 3 iy E-a%h% 3 .n%4 : 3(3025&29@- .

i soqui nol i ne - 31( 2H)ProPse- memduucbdmmm?iyogwgmhmlm]wl ; Lni’t‘ o 13 Oltino- 5
- - P2 or opro- poxy) - phenyl] - 7 - i hox .

nethyl - § - [4 - (3Pl oropro- pe phenyl] - 7 XY e

-isoéui noline - 1(2Hfietd: SUBY, aHedry p2'aRRYibte] €1 1] - am no Prop{gggge[eﬂ]

Yi el d: 53% of theor yM(pas22@x2358€C @ronVimathandl)/4- [ err] (from ace

(542. 58) 1, 568, 0242HxN:0,, (575.56 _ . 14 cal (1:ul7 'gt ed: -

061. 08 HB) 32 Calculddi: 16 Found:  csgs Hsos s .
6. 53 5.23 Exanfued:29; . 2 - Methyl - 5§33 h(4 T =
i sobut yl oxycar bonyl et hyl am no) - pr opoxyIEx-amgleezgy

. 1ced .

- isoquinoline - 1(2H) Mempmnes . 14 - 3 . (2 -‘ftydrox -3 enox(3p!opyﬂpig?)s.rpc,{gﬂ%%goxy) )
anal ogously to anpl ep@‘e?r:’f;r ofm &etggxygtihg,%a%é;?ﬂgnm i sobg yb -[&Mé- >

h - 7 - t ho - _E}‘g‘tﬂ Seouse to B 3-fr - didehy Y idrd. 5

gm'e%pr opi onate. i Qﬁo 'g’,“ﬁz%ﬁ?’?}fﬂgé‘ﬁ%’és“?ﬂ?&!%@@1(2!0 one aid - hyddhdp= $95C

_ 10 [err]
(from acet one) Yield: 73% of theory (as oxafat 57 - 'H6.52 N 5. 03 Found:
| cul at edipgos {760 St iheory 92 | : - ' -
it o B RS | T
- -.(2.7- [3,4 - dinethoxyp o . :
h?/nq;]g;(y_ ;f"opof(; - gl - 1,6 - naphCBas di nersb(6H) Nagpne P oduce
:nal ogously to Exanple 2 from6 - methyl 6370 . [4 59¢2,3 - 48poxy- propoxy)

L i - d 2 - (3,4- dinethoxy-

- I'le - 1,6 - naphthyridine - 5(6H) 'Ex&@ﬁe :

phgﬂir)y N N - _net hyP - Medyh 3aﬁ1‘:ﬁ£.—_(2%0:ydr}¢;;;l -)2 JﬁEﬁt-J@M} 10605 - bidsy-
2 0. = oline - - one

oxal ate) M p.:2°85-95C f’x%ﬁﬁ d’ﬁ?%gqou ly to Example 3 from 2 - methyl! -

25
3-1[4-(3 - chloro-
Ppropoxy) - phenyl] - 7 - methoxy - isoquinoline - 1(2H) - one and 2 - hydroxy-
2 - phenyl - ethyl - amine. ' : :
* Yield: 74% of theory (as oxalate)
30 M.p.: 215—220°C (from methanol) 30
CoH;,N,0, (458.55) : _
Calculated: C65.68 H5.88 N511
.Found: : 65.83 5.88 5.26
o . Example 27. : '
35 2 -Methyl - 3 - {4 -[3-(2 - amino - ethylamino) - propoxy] - phenyll - 7 - methoxy- 35
isoquinoline - 1{2H) - one : : o
- Produced analogously to Example 3 from 2 - methyl - 3 -[4.- (3 - chloropro-
N poxy) - phenyl] - 7 - methoxy - isoquinoline - 1(2H) - one and 1,2- diamino - ethane.
| ‘ Yield: 73% of theory (as dioxalate) |
40 M:.p.: 235—240°C (from methanol) 40
¢ C,eHyyN;0,, (561.56) - _ _
Calculated: - C 55.61 H55  N746
Found: 55.87 564 - - .738
R o Example 28, Co
45 2 - Methyl - 3 - 4 -3 -2 - isopropyloxycarbonylethylamino) - propoxyj- 45
' phenyl} - 7 - methoxy - isoquinoline - 1{2H) - one |
Produced analogously to Example 3 from 2 - methyl - 3 - [4 - (3 - chloropro-
‘Poxy) - phenyl] - 7 - methoxy - isoquinoline - 1(2H) - one and isopropyl B-amino-
propionate. S : - :
50 Yield: 53% .of theor (as bkalate) . ) e L . _ 50 -
o M.p.: 174—175°C (from acetone) - o R
)

CsHy,N,O, (542.58



Cal cul at ed: C 62.72 H 5.94 N 7. 08 Found:
62. 22 5.95 6.98 25 Exanpl e
31 25 6 - Methyl - 7 - [4 - (2 -

hydroxy - 3 - isopropylamno - propoxy) - phenyl] - 1,6- naphthyridine -
5(6) - one Produced anal ogously to Exanple 1 from6 - nethyl - 7 - [4 -

(2 epoxy- propoxy) - phenyl] - 1,6 - naphthyri d| ne - _5(6) - one and

IS pyl am ne. 30 Yield: 92% of theory. -

208" P ;Nl?? }:j’gf-: [err] (367. 461)56%cul at ed: o ﬁ 68. 64 " 35
35 Calculated: C61.08°  Healpl e 3125166 - Methyl - 7-+wé{4 - 12
- hydroxyFeund: . (2 . [3, 4 - di rﬁ!tWioxyphér?Ql] etHyl - anmino) - propoxyl -

phenyl] - 1,6 - naphthyridine gyaifit - one. Produced anal ogously to Bxanpl e
2 from 6- zretmyﬂyf I3 44 (B 3f2&pmbwﬂb@WM)lethWYLloropoxjd Bphenlapht hyri di ne -

5(6H5 - one hndet@xy @quiholmedllh?éf)h@ et:hylam ne5s Yi el d 64%
of theorypl_()p 5}%‘ ypto. E@gplg S?f%fﬁ{mﬁ%?%ﬁ %T ié} ed: .

C 62. 17 t 61. 56
_5. 80 B 45 Exanple 33. 6 - Methyl - 7 - {4 - [2 -
hydr 14-2/21950 fiasrﬁi‘ﬁlh'ﬁ yphenyl] - N - methyl- ethyl - anino) -
-pro xyI ‘h‘ng (5566 F ac‘ﬁ‘é $ht hyridine - (6H) - one Pr oduced alfal ogously
to Exarrple - 7-14- 2,3 - oxy- pr opoxy) -
phenyl | -C{lclgatcd napht hyrr d| neC §K6H) Hﬁeﬁée and‘P ;3{ (4 - net hoxy- .50
phenyl) met hyl - ethyl. anmi % _ '

1,568, 021 ; Example 30. - . 15 Y| eld: 61% of t heory (as
oxalst e) Mplethfﬁw 7$C~ [2er & m(cJ563 (wg 338} dtwlemfelzhenyl] N - methyl- 15 C 63.93
H5. 90 IY’r 4 501 propo .-2 ; na6phthyrrdme 5(6H) - (ozne 63 5. 75

11} ram
_(7.214 [3 4prlapoic§%l:;higalo ugs s t??yggﬂle %(61-1) M{%ﬁ{jﬂd 2- %4 diéetﬁoiyz hydr Of(y - 3 -
- plizny | X gfhipiaminie _- - e - yl ami no) “- propoxyl -

phe | - one Produced anal ogously to Exappl e 2
fro 6 - Yle£7£%?§1%ry{(éf&l?§)3 - epoxy- 10 propoxy) - phe®yll - 1,6 -

napht hyrrd;,He,N—O,&ﬁBH) -one-and 2 - (3,4,5 - trimethoxy- 10 phenyl) - N -

- met hyl t.h Ia ne. Yield: 3 9%, 0of  t BOJ,Y (a alate) Mp.: 87-95QC
[err] (62§ ?3& Cal.cul afbeé@ - 9'55‘; NG 81753 0 K5 08 N

6. 74 Found: 61. 38 o % 84 6. 77 '

15 Bxanpl e 35. 6 - I\/eth - E{M’nple 1(12 - hydroxy'-3 - tert. butyd am no -

Fﬂ\%ﬂ{ y -4 ﬁyqq% 3\ isopropylamino - propoxy) - phenyl] 1,6-
pr opoxy) naphthyridine - ;(' hetr
Produced analogously to Example 1 from 6 - methyl - 7 - [4 -.(2,3 - epoxy-

propoxy) - phenyl] - 1,6 - naphthyridine - 5(6) one and lsopropylamme

30 Yreld 92% of theory. ' - | 20
. 1352-139°C S . . ;
C,,H,,SN;,O2 (367.46) . .
Calculated: C68.64 H 6.86 N 114
_ Found: _ 67.03 6.69 1.1.39
35 Example 32. . 35
6 - Methyl -7 -4- [2 ‘hydroxy - 3 - (2 - (34 - drmethoxyphenyl] - ethyl-
amino) - propoxyl - phenyl} - 1,6 - naphthyridine - 5(6H) - one _ £

Produced analogously to Example 2 from 6-methyl-7-[4-(2,3-epoxypropoxy)-
phenyll - 1,6 - naphthyridine - 5(6H) - one and 2 - (34 - dlmethoxyphenyl)-

40 ethylamine. _ :40 .
Yield: 649 of theory (as oxalate)
M.p.: 82—95°C
CyoHosN,0, (579.60)
‘Calculated: ' C62.17 - HS5.74 N17.25
45 Found: S 6156 580 0 6.32 -"'_': : 45
o - Example33 CE '
6 - Methyl .- 7 - (4 [2 hydroxy ‘3--(2= (4 - methoxypheny!] N - methyI-

ethyl - amino} - propoxy] - lghenyl} - 1.6 - naphthyridine - {6H ) -~ one:
Produced analogously to Example 2 from 6 - methyl - 7 - {4 - 2,3 - ¢ OXy- '
50 propoxy) - phenyll - 1,6. - naphthyridine - 5(6H) one and 2 - (4 - met oxy- : ‘50
phenyl) - N - methyl - ethylamme



yridine - 5(6H) -

one 20 Produced anal ogously to Exanple | from6 -

methyl - 7 - [4 - 2,3 - epoxy- 20 propoxy) - phenyll - 1,6 -

napht hyri dine - R( Rl—h = one and tert but yl -——amine Yield 41% of thpnry (F—)Q
oxal ate) Mp.: 248-250C 25 [err] (471.5) |
25 Cal cul at ed: . . C61l.14 |, H6.20 N8. 91 Found: j
60. 70 6. 42 8. 89 Exarrpl e'36. 6 - Methyl - 7 - [4 - (2 - hydrlﬁg_é
- 3 - diethylamno - propoxy) - phenyll + 1,6 - naphth- 30 _

- 5(6H) . OnelsProduced anal ogously to Ex
. l 6 / ) M ' :
Mo Pkl L grey (of owdry (as oxalate) Mp.

(2,3 - epoxys
and di et hydami ne.

err 471. 4) : - ' . _ o 35
ol cul S e CullaNa0s G340, 14 H 6. 20 N 8. 91 Found:;

61. 22 6. 25 Calculatedg, 01 Exanpl e 3¢63.8 - MeHB: '7N1434 - [3 - (2 -
[3,4 - dinet ﬁoxyprfé’ﬂgiq] - N - nethyl Q?f'yl - 2%10) 4@-'4 propo>6y|
- phenyf] - 1,6 - naphthyridine - 5(6H)Exam pa4. 40 Produced

B‘ﬁ | from6 -

methyl - 7 - |

¢

143 [err] 35

anal ogously to Exa@mpMemd-¥r-dm Q hymkha/k -f2 -7[345[-4rtmet(18cyphe@ﬂ| F Ometpl-OPOXY) -

phenyl] - 1,6 - na h(PW

phenyl) - N =

Mp.: 167-1 C[erph

N 7. 27 Found: . 6.16 7. 05 Exanpl e
38. 50 6 - §'r|355/57°“h°f£1y (asP’salate)(z - [4 - nethoxyphenyl| - N -

nmet hyl - et hyl am r(gg ”Nggoq@gx;yl phenylj. - 1,6 - napht hyri d| ne - 5(6H) -
one -i-: 1 568, 021

16 Produced Bnal o#ﬂ.@“g"}edto Exarrpl e 3 fP Séggl - NG 4 - (3 - chlgyo-
- propoxy) - pheny - 1,6 - napht hyr| d| 5(6 one d 2 - (4-

nmet hoxyphenyl) N - net hyI - ethyl am nqaxaﬁ{pﬁlsd 45% of theory (as oxal ate) -
5 M p. 188- [éfr et%él 4[3411)(2 hydroxy - 3 - tert.butylamino - prapoxy) phenyl] - 1,6 - naphth-
5[9”1&(547206) Cal cl GHER" analogously to Example 1 55500 8%yl 7 %ﬁﬂ -N767_
Found: propoxy) - pheny(l’] I s%éo_ flaar;l)llll)tlelynér gls r2;"-1) y_ onz E;ﬁ?x 6}'39

2 - Methyl - 3-- - {afnire. [ 3 - et hoxyphenK - I 1(2H)
et hyl anj no) - 0, Y, h - nmet hoxy - |squ| no ine -

- one 2.5 g (5 nnqﬁe}&q}}g%d‘ﬁ”& F‘ffé‘a‘é’(z - 14 - nethoxyphenylJethyl - N.

met hyl - am ng) - &M@} (471.8cet ophenyl | - .5 - nethoxy - benzoic acid

added to 25 ml of
t he excess net hyl agu

35

6.42. © 8.89

S Example 36.
6 - Methyl - 7- {4 - (2 - hydroxy - 3 - diethylamino - propoxy) phenyl] 1,6 - naphth-
yridine - 5(6H) - one
Produced analogously to Example 1 from 6 - methyl -7-[4- 2, 3 - epoxy-
propoxy) phenyl] - 1,6 - naphthyrldme 5(6H) - one and dlethylamme

Yield: 709 of theory (as oxalate)
M.p.: 143—145°C
C,,H;gN,0, (471.4)

Calculated: ) Cé6l.14 H 6.20 N8.91
Found: - - N 61.22 . 625 . .. .901 | .

Example 37

6 - Methyl 7-14-[3-(2-[34- dlmethoxyphenylj N- methyl ethyl amino -

- propoxy] - phenyl} - 1,6 - naphthyridine - 5(6H) - one
Produced analogously to Example 3 from 6 - methyl - 7 - [4 - (3 - chloro-

' pi'opoxy) phenyl] - 1,6 - naphthyridine - 5(6H) - one and 2 (3,4 - dimethoxy-

phenyl) - N - methyl - ethylamme

. Yield: 45% of theory (as- oxalate) -

45

50

. M.p.: 167—170°C

Ca1HaeN;O, (577.6)

Calculated: - C6446 7 “H6.1L N17.27
Found: 64.45 6.16 7.05
' Example .38

6 - Methyl - 7 - {4 - [3 - (2 - [4 - methoxyphenyl] - N - methyl - ethylammo) - propoxyl-
phenyl} - 16 naphthyrzdme 5(6H) - one ; g y

il e D e

V\%I’e

é@éutwdam ne in a cl Oé%glyesseﬁ”@fterN?é;grfour.s at [err

35

45



15 was distilled off and the crude product thus obtained was filtered
through a silica 15 gel colum (grain size: 0.2-0.5 nm eluant:

chloroform nethanol = 19:1) After evaporation the residue obtained.was

di ssol ved in acetone and the product was precipitated as the hydrochloride
by addi~{ion of ethereal hydrochl oric.acid. Yield:. 1.4 g (25.6% of theory)

(as ochl ori de) 20 M p. 226- 2280C (f rom acet one/ et her)
20 [ (523.07) Cal cul at ed: * C 68. 88 H 6.75 N
5.36 . d 6. 78 Found: 0 68 43 6

- 5.39 16 6—F3—Exanpte—40—25 n.;:6840f2-1 ‘\g}r"nﬁ'bl -B = -bl[RS = £3,4 -

_di net hoxyphenpiofluced Nnalomlmq Exampien3, from yl-- 7 B o1gbirto- phelyy‘l } - 7
- met hoxy prqu’q qP PI};’] 'n]e6 nappthyrjdine - () pPRsATd 29 (%Tf&?t@ﬁmms})'t o Exanpl e, 40
from2 - 3,4 - dinet hoxy phenyl|l - ethyl - N - nmethyl”
ani no) plY )G Oftlmeft(es Oxal@t%nyll -~ 5'- methoxy- benzoic acid and

: methyla,mng;“)y )lonterrperature up to [err] 30 Yield: 3. 6% of
theory (as (Tréc’h orrde) 30 Mp.:
157- [ er r] ( Caloalted:et one) [err] (66535009) EBé.¢ul at eN7.67. C_67. 32
H 6.74 Frumi: 07 d 6.41 FfulRd: 585 174 . 67,14
6.71 5.12 . 6.37 35 pyample 39. © Exanple A
35 Tafol et s 2copigi N NGy 100 @y of nzthoxypmmyylzv m&hyz [eﬂaylam.(,a -prthydrow 3 -
tert. butyl - ap}xyglgéphe%éiﬁoghoxy -pkmwﬁ:treme{(?lﬂ-h g methgi.u noline - 1(2H)
one:  Cmeaabl ARGt o dbde
l act ose of meth lamlzne in a elos 6 lpﬂ{l&\ﬁl IISBV 5d° 0&s m %ﬁtoﬁs B

car borsy et ks dist lledl bffaed the 2rude prpdogighesbtained twesaﬂﬂat&d throughla glicay 1799 ng 45
Met hod of Ig;l lmat (graig; size: 02—05 mm, eluant: chloroform: methanol = 19:1). After

15 The act HEUIR dnsc: ST A F AR enea wi th an

aqueous solutlon 0 vin pyrro one and passed through a screen.
Af ter 1%ield: 1.4 g (25 6/., of theory) (as hydrochloride) 1,568, 021 :
7 dr¥ing Phe: @(@'@3 ofgaaseps(eBerhi t h t he remai'ni ng i ngredi ents2and the
. m xture obt# #e é Bssed into. tabl éts in the usual manner. Exanple B.
| Supp03| t or iCarRulaeat ai n| ng 150 nopC6H.882 - rHe6.fsyl - N3536[ 4 Cl(6278- | sopropyl- 5
' amno - pré&gedy) - phenyll - 6, 76843di met h%% - isddlinoli fd3- 1(2H) - pne

5 Conposition: Active ingredientg,,nho@ 0 Ny suppository mass 1.550.0 ng,
1. 700250° g 21Quterhy! - B/Etmoﬂ.qu 03,£ P diirbhboPplienylINEN asubthpl@ eihplglapaiopnt wWa§ sSti rred
into the nol tmapoec ‘g y methexy -dispduindline sl‘i@gagv&ge?t% (§ e;! n. The liquid
m xture thuﬁenyﬁ lh:ﬁl Wml}r ammgg prg’r%'%ze(ic et 5 }d Exanpl € =

_ benzoic acid and methylamme at a reactlon temperature up to 200°C

30 - Yield:31.6% of theory (as hydroctiloride) - _ 2
M.p.: 157—159°C (from acetone) _ S ' ' -
CrHyCIN,0, (553.09)

Calculated: . C6132  H6T4 NS0T  Cléadl

Found: 67.14 6.7t 5.12 6.37
35 . Example A. ' o 35
Tablets containing 100 mg of 2 - methyl - 3 - [4 (2 - hydroxy - 3 - tert. butyl- 5
amino - propoxy) - phenyl] - methoxy - 1soqumolme - 1(2H) - one.
Composmon o :
_ Ac_tive ingredie,nt . 100.0mg "
40 s o lactose - 500 mg I 40

" polyvinylpyrrolidone .. 5.0 mg
‘ carboxymethylcellulose 19.0 mg
magnesium stearate: _ 1.0 mg
o o 1750 mg
45 Method of preparation: . T : o 45

The active ingredient and lactose wcre homogeneously mmstened w1th an
aqueous solution of the polyvmyl-pyrrolldone and passed through a screen. After



15 Coated tablets containing 50 ng of 2 - nethyl - 3 - 14 - (2-
hydroxy - 3 - tert.- 15 butylamno - propoxy) - phenyl] - 7 - nethoxy -

i soquinoline - 1(2H) - one | coate , S i

50.0 ng-drited corn starch 20.0 ny sol uble starch 0 ngy

car boxynet hyl cel | ul ose 7. 0ng nagnesj um st earate 1.0 ny 80 0 ng Met hod .
of preparation: 25 -~ The |ngred|ents were processed to coated tablii::/
cores as described in 25 Exanpl e A The Eores were then coated with sugar

and gum arabllg Exanpl e D. Suspensi on ccpvsgggozm ng 50 mg/m of 2 - nmethyl? - 3

- [4 - (2 - hydro 3 130° 13 n OX - 6,7 - -
di met hoxys— i soqufié(g:lgeﬂﬁ%g"a“‘%l ﬁio ; :’": o "‘? l{:ﬁé/ %)df‘e“?pas'ﬁgﬁ%!ngﬁurcont ai n:
Active |ngred| ent car oxy rret ose - 0.1 g nethyl
p- hydr oxybenzoat e 0. 05g _ : Example B 3,

p- hydr oxybenzoat e S pq;g[o s contammg 150 mg of 2 - mej §"l§ 4 2 - 1sopropyl-

10.0 g ﬁgI yce?i ne &M ino - propoxy) - phenyll 563 él'%%x sﬁq'f' sollﬁﬁ)omle -20.0 @

fl avour Composition: 0. 39 40 d| stilled water
ad. 100 0g 40
1, 568, 021 Active ‘“gred"?f‘é MEOIEE of preparat i on:

The benzoic acid esters as well ggg@rﬂh%gequ@@d
car boxynet hyl cel | ul ose were di ssol ve | st st++r+ng in the water heated

up to 70C. The sol ution obtained was cool ed tol7¥Hre enperature and the
active ingredient ﬁ,{gdg % W ith stirring 5 and honogeneously

di sper sed. APtor Mo e éé’rmkwamu&apmww igl4HE supPbsitbilyOlnass Gnait i onilind
the flavouring, t@pended theneid. Thes fpid intnureathuse fameditves powred detaevogled on under
stirring. WHAT Esempesityryl mpuldss  Conpounds of general formula |, O [err]
[wherein A and B, together with the camhgp,@coms to which they are

attached, rqgresent @oddisRbletd BsMting 40 Dtxﬁe%}@liwﬁwﬁﬁyhifo efldy-fro ne
to three grggps WhitglBminb e p@ggtiomy,plinéé?ﬂg% nm@x;'r-mmmmeslaaﬁmm at ons, iy

amno of nitro g a fused 15- - pyridyl ring;

15 [err]E and R V\:ﬁ B‘ng’rﬁ@cb‘é’r‘f fESe or different, each represents a

hydr ogen atom or an al kyl group con‘teavnngrgdxémom 1 .'m)r& carbon atons; R2
represepts a straight or branched %hl%én aI k gr oup, .cont.ai ni ng froml to 6
carbon atons or a group of formula ?r Whl ch r"&gpresents a straight

chain 20 al kyl ene group cont ai rsbmgeitm]m | to 42@afgon atons optionabyy
substituted zgy a 20

carboxymethylcellulosc 7.0mg

- magnesium stearate 1.0mg

800mg

Method of preparation:

25 The ingredients were processed to coated’ tablets cores as described in 25
' Example A. The cores were then coated with sugar and gum arabic. '

© " Example D. a
. Suspensnon containing 50 mg/mi of 2 - methyl -3 - [4-(2 - hydroxy 3. iso-
propylamirno - propoxy) - pheny] 6,7 - dlmethoxy - lsoqumolme - l(ZH)

B} 30 . one . | 30

) 100 mg of suspensmn contam _ o o _- | ]
' Actwe mgredlent . 5.0g' S

L - : o e e carboxymethylcellulose _ 01 g

' met_hyl p—hydroxyb_enzoate - 0.05g

35 : -~ propyl p'-hydroxybenzbate o o_pi g | N 15
| R sugar | - . 100g | |

Slycerme o | .. 50g

T0%, _s'orbltol solution ~ 200g "

flavouring - T 038

© ~ distilied water ad. 1000g 4w



hydroxy group and Z represents an anmino group, an al koxycarbonyl group
containing from2 to 6 carbon atoms or a phenyl or phenoxy group, said
phenyl or phenoxy -gr

WPS
whi ch are al kyl or al koxy groups each containing froml| to 3 carbon atons;
25 [err] represents a hydrogen atpm or -a-hydroxy .group;

25 presents a hydrogen atom or an al kyl or al koxy group contai ni ng
fro to 3 carbon atons; and nis 0,71 or 21 and acid addition salts

t hereofg 30 ) 2. Oorrpounds 1gesghai med in claiml wherein -4 and B,

t oget her erh i 30 _car bon atoms TaQ whi cn tney are are arvacned represent
a_phenyl, ‘:ﬂr{?@%ﬁgu xS mﬂs% erfit aft/ b m &ﬁﬂééﬂmoﬁz représent s a

met hyl, et hMJre dis3olPédOMIst, stifdm th ataf lutibrSEhd; , isobutyl,
I soanyl , t evas cénkdtb ragom temperaqn esreing [thecactv ngredlart ddéd \fndrsmuira Y-Z (in vvhr ch

Y r epriesentadd Jopege %%[ %VQE nd dissqh By eapibitolpr opy\4 ene,
hydr oxypr ofj§ é?ﬁg e V@'f’%‘ﬁe'ﬁr e tﬁmgﬁs(?‘"f"’r“eﬁ %‘?‘é eratMeny | |

met hox..ypheny , glge‘itg%xgghggyl tri met hoxyphenyl, methyl phenyl, am no,
met hoxycar bonyWHAE{ ropoxycar bonyl , but oxycar bonyl ,

pent oxycar bongvc"’f'@%‘ﬂ scﬂf@i%ﬂlf%‘fg“l tert. butoxycarbonyl, '
tert. pentoxycarbonylg phenoxy, net hyI phenoxy or -met hoxyphenoxy group);
[err] representsaa Hydrogen 40 . atomor a methoxy, ethoxy,. propoxy or

| SOpr opoxy group; NeiRE | repr Sents a 40 net hyl, ethyl, propyl or

| soprgpy! group. 3 ounds | ai med ingglaim2 rein R represents a

hydr ogen ‘at om orga nmet hygHzar—ett group: Rt represept's an@®t hyl 10§ sopropyl
or tert.butyl: group or a group of f O%bBQ—MJ-ZCHMICh Y represents -an

+

et hyl ene propyl ene, 45 hydr oxyet hyl ene or hydr oxypRopyl ene group and
[err] repr ents a phenyl, 45 et hoxyphenyl, drnethoxyphenyl

tri met hoxy pH Je%rwffﬁlﬂéﬁéhrﬂbﬁ)ﬁ to whith (A Q6 %G AHES Bpresent

tert. but oxyrcresebgﬁen&l,n riglieptionlly sHmil %ﬁ?@ﬁe@dthi’ﬁet SwpBienexy group; R4
repr e‘ssent S l;g‘? nigjning &Pmnh tor3 erbostatamey aing @p niteeragouperar]a fugedr esent s a 4
met hy}® gro wheré&tn A and
B, togethenpion Rﬁﬁféﬂ gmagsg,@g%&dﬁ"ﬁi °g?ﬁ’ésg‘“§%gd’d§%ached r epr esent
a phenyl, 4- rrmlwwyenis mhmdﬂkyl@rmptcbmxiyxmﬁframpheﬂyl ene group;

[err] repr afoms Pf ﬁj YR?Z@ Wb‘s'e’ﬁt' pingr tertbutyl
S R, Pl e S .
or

1, 568 021 containing from 2 to 6 carbon atoms or a heny &l piengiorr at i on: The
benzoic ac |pﬂ=n@s! gpup i&mg‘neﬂldnalasuwmn by fremiIne3 annbsm-!!wbewyhmdnyl cel | ul ose

were di ssol Zayes aniaining from, 1 19 CWéiP’erﬁé'at ed up to [err]. The
sol utfon obt aﬁh o mgqs]§% {%ﬁ,ﬂ ol °r9,p§fgdr°dﬁ§£ﬁgléf&p@mal;,,hgfr@,gtl| ve ?Shgr edi'ent
was added \M;Bhafbbn mromganﬂ _ and hom)geneousl y di spersed. After adding and

di ssolving that 2lt he so b| toI 5 solution and the flavouring, the
resu nt sus jep%T (gx “ﬁ? mfPthQ g §L %n E&?glf i | NG, WHAT VE
ho[( 3(érld B,

CLAI - carbome uaéuea edygi N
t oget her widintetttoRypheay blcmrtldal emptlh l‘vmtrsemsam lla:tbr .atprepyhedutykh epr esent a
e i
f used pheny‘I'P F'iY &H&faﬁ%@g ang‘ﬂreggszgs grrgmqfﬁnligf‘gp °Fi|aee groups whi ch
are 35 ydroxyethylene, propylene, hydroxyprogylene or butylene group anere resents . 35
a phenyl, methoxyphenyl, dimethoxyphenyl, trimethoxyphenyl, methy phenyl, - 3

amino, methoxycarbonyl, ethoxycarbonyl, propoxycarbonyl, butoxycarbonyl,
pentoxycarbonyl, isopropoxycarbonyl, tert.butoxycarbonyl, tert.pentoxycarbonyl,

: phenoxy, methylphenoxy or methoxyphenoxy group); R, represents a hydrogen

40 atom or a metgoxy, ethoxy, propoxy or isopropoxy group; and R, represents a 40 5
methyl, ethyl, propyl or isopropyl group.

3. Compounds as claimed in claim 2 wherein R, represents a hydrogen atom or
a methyl or ethyl group; R, represents an ethyl, 1sopropyl or tert.butyl group or a
group of formula —Y—Z (in which Y- represents -an ethylene propylene, .

45 hydroxyethylene or hydroxypropylene group and Z represents a phenyl, 45
methoxyphenyl, dxmethoxyghenyl trimethoxyphenyl, amino, methylphenyl, -
isopropoxycarbonyl, tert.butoxycarbonyl, phenoxy, methyiphenoxy or
methyoxyphenoxy group; R, represents a hydrogen atom or a methoxy group; and
R, represents a methyl group.

S0 4. Compounds as claimed in claim 3 wherein A and B, together with the 50
carbon atoms to which they are attached represent a phenyl 4-methoxy-1,2-
phenylene or 4,5-dimethoxy-1,2-phenylene group; R, represents a hydrogen atom;

i, represents an 1sopropyl or tert.butyl group, and R:| represents a hydroxy group.



?I ko>c<]y, cont aining froml to 3 carbon atons, am nom
1gsferr1{]5, arelr(rj%llvvn: 2% may be the sane or- d| ffeermuuulmmmHM}rts a
3,02

hydrogen at omr an al kyl group contai ni to "3 ar bon" atons,

represents a ) che A 4 s
carbon atons or a g{eﬂ.upop,frepﬁm:mjl a Y-Z (| n V\/nr ch Y represents a strar S
s?nal I y

chain 20 al kyl ene lmpomendastmsngwrll asmhggty rige %g" i@l gﬁ'ﬁ%
substituted by a %ﬁéﬁ%‘: oedﬁ&nﬁf?gﬂga‘gﬁiﬁa& % Bideh wan
al koxycarbonyls gr oYy héthigeh 16@5 sﬂhﬁgrﬂ're(lﬁgaa. tﬁhﬁiﬁbﬂolor
phenoxy group, sai gol ruph tlmrﬂapdnem@.)«ye gswiapt seeriensipropesicvavadted fog désrationt ed by
from| to 3 groupsubffretrriage al kyl or al koxy groups each containing from!|
to 3 carbon atoms; 25wyaT wg cL&iNlisiepresents a hydrogen atomor a hydroxy
group; 1. Compdundshof geperéiTermiuta B hydr ogen atom or an al kyl or
al koxy group cont ai ni ng froml to 3 carbon atons; and nis O, 1 or 2] and
acid addition salts thereof 30 2. Conpounds as clained in claim!]
wherein A and B, toget heft t:}g 30 cBebon atons to which they are are
Xy

attached reprlﬁsent a phenylj, t phe , di net howphenyl or pyridyl _
group; [err] Tepresents ch‘i‘ propyI r] butyl, n- ent ytn " 10
n- hexyl, isopropyl, isobutyl, |soar1yl QL eEg P yl group or a
group of formul a Y-Z (in whi ch'Y represents a rrefhyl ene,” et Nggne,

hydr oxyet hyl ene, propyl ene, hydroxypropylene or butyl ene group and Z
represents 35 a plwhewin nethoxy hen di net hoxy oheggy tr| X henyI
met hyl phenyl , am no, 32{ ﬁfg‘g

but oxycar bonyl . pedf g‘égy‘xﬁhg (°giﬁé%s“gm§%yagwgp ort,ﬁﬂi-&g aqhse@ny! ,

tert. pent oxycar bongy r,ldyp oxy, phenoxy or met hox henoxy roué
or

[err] represents a lch maYahed Eg_‘ge o aclb{qqg,igpts PRy
| sopropoXxy group; awalk i ?f%%%ﬁ‘ﬁ?b, groéfg‘yﬂtamlﬁé foMl1 186
i sopropyl group. 3.cafbedRt Prefdnts s&aig fit chain

represents a dpydr ogikylend gmumrcoraammg h1 bto ‘t\t#tydm @}pmﬂ ptl n ‘eblent s apo
et hyl, isopropyl g rexy t‘;}a"’ga @E“ﬁcﬂr“ ’;“fr??’ eﬁﬁ'ﬁlm ch Y
represents an et hyfﬁmnﬁgfﬁyﬁq Elptié "asﬂb:’t dgqu{( R

p@ﬁrhlch are alkyl or
hydr oxypr opyl ene graixé aélepchﬂﬁﬂﬂ from gdrbon atomdy; net hoxyphenyl .

di net hoxyphergd , tri n&hmt drogefi afem ofrg m [o canbony®3
tert.but oxycar bonyl 3N %?Wlaf?ﬁ’e?f&f mﬁ%’ﬁ%‘k%“&"ﬁd g'?oup;
[err] represents a. ?ly [i90.ENor ]bm or a met hoxy group; and [err] represents a
met hyl group. 50 and aeld addtitiqnosahigltheeesf. | arrred i.n cIa|m3 erein A and

B, together wi h the 25@°@&?"@g?§ ‘mgelarc\gg ng‘g fﬁg esent3°_

a phenyl, 4-net hOX)g at;mé?] éipy bg youp;
[err] represents a Getiexyl] Bépro lioﬁﬂyleiseﬂ'h)s, term.butsbrprtap éntyirgrttuprqr abut y|
group; and [err] r eprup eﬁtfgrnmlah ﬁ%}ﬁ(gr@u Y represents a met ylene, ethylene,

- 2-Methyl - 3- 4- ( 2- hyfgRPSR o oat
i soqui nol i ne- 1( 2H) -pamexﬁ-aﬂboam isb xyqatbnmd.adettsbutohls:n@oflyl tert. pentOXycarbonyl

2- Met hyl - 3- 2, ( 2- hyRdeRsx taethsl % seat n
i soqui nol i ne-4( 2H) ﬁ@j}\% %%, ,%&ﬁoxé,ﬂtlggf%zy% ‘Sﬂg' eﬂﬁﬁs‘@g&f 40
2- Met hyl - 3- 12- (2- hydr @xgo dus Gﬁyxhea ﬂmwvﬂpm@yl)-répmhtsah bgnptdmar- 5
met hoxy-i soqui nol i reemétpglidr ethpieereurd Rampdesat!mrt ¢thyd, izpprapry! ‘FH@’F gy1 greup or a

‘Conpounds as gl ai dliog;)%yyéwor m J,“)'!?;‘]m iR eq, ﬁ,ﬁ?éﬁ’?ﬂyﬁgﬁcallm

methoxyphenyl dlmethoxyphenyl trimethoxyphenyl, amino, methylphenyl,

isopropoxycarbonyl, tert.butoxycarbonyl, -phenoxy, methylphenoxy or

methyoxyphenoxy group: R, represents a hydrogen atom or a methoxy group; and
. Ry represents a methyl group.

S0 " 4. Compounds as claimed in claim 3 wherein A and B, together with the 50
carbon atoms to which they are attached represent a phenyl 4-methoxy-1.2-
phenylene or 4,5-dimethoxy-1,2-phenylene group; R, represents a hydrogen atom;

R, represents an isopropyl or tert.butyl group; and R; represents a hydroxy group.

h drox ethylene, propylene OXYP ne-or utylene group and Z represents 35
1,568, 021 » ¢ ey : thox x inil dlmethoxy %'ﬁ q‘ﬁmg B})}(y henﬁrl mcthy phenyl,
b aa Bony oArbomY.-




conpatible acid addition salts. 9. Conpounds as clainmed in claim1, other

than those clainmed in any one of 10 clains 5 to 7 as herein

specifically disclosed in any on _ . .

for the preparation of conp®unds of general formita—+t—as—defined-in claiml

whi ch conprises reacting a compound of, formula I wherein

[err], [err] and n are as defined in clalml and ﬂlﬁﬂm ﬁﬁ"luﬂlﬁs defln@
for 15 R3 in ckaiml and X represent s¥a gro ani on 2
and X togetherg 15 repr esent an epoxy gr oum;oy_\nth a corrpound of *for mul a 1g

11, R[erf] (wnereln R err Erlne N CI

process as “ciai med 44 mﬁ&?‘ 3?% d\ﬁﬂrﬁyﬁj ﬂﬁ{zﬂiwm (B °“P’@r7rﬂﬂﬂ3f"¥l 20

X represents a hal 0g€g. ai-Maithyll¥ - fopylan bmokﬁpﬁé@umnmoqy clai m
11 wherein the readsoquinoling-1( omf imlcd:celdadndhmhlsﬂtsphewﬁnce of solvent. 13. A

process as cl & nmed |n7c?'é4°f‘i§dyl ﬁi ?rem-ﬁ %0@’ %tb@‘yl"?sﬂ}'bpanols -
t et rahydrof ur an, ABhveRlogically EXCESS
of the conpound- of cbmbmbeaacid dddltﬂ:fiu:aelﬁnpr ocess as a| ma |n9a}% oglﬁae Yof

clains 10 to 13 wher ePnCQmwundsaletcliamdmsclalzﬁl @thfeemaedmsmclalm& praesemtd of an
aci d- bi ndi ng Hyent laim S i@ Heshesely s %"a.g;fg o in apy,pne of Expipel 10

0OCeCSS gk!l 1) A S O qf%lel Eormuléol

26l d_bi ndi ng agent scmnai St Faent el
16. A process as clainmed in agy one o clalms 10 to 15 wherein the reaction

is effected at tenperatures off from 50 to [err] 17. A process as claimed in
cl aim 16 wherein the reactTeg rg—skf ect edf4at tenperatures of from &ﬁu

[err] 18. A process for the ar.atl-on conpounds Qg general fo l'a |
as 35 defined in claigh | WhitCH)gO @ es reacting a conmpound of
formula IV, 35 [err] (wherein A, B~ Oﬂ—cam—ﬁHa'r-é?Ph‘s—dbfl ned in

claiml) or a T eactpHeAR! bR ki %Q?Ja%%fm‘%ni{b@sgﬁ Qe Ol &nrgg'faar v,

[err] (whereifs [ ef rgsii Saigd ‘klrblﬁ ehtd a gF 08 &nP% togbifidr T {)
claim 18 wherein th@rcsat(nnldpnxm goaﬂfvetdltaexzzbmpnurtdm forﬁﬁlaﬂﬂbsence of a sol ven

20 y E 1,568,021

20 20. A process as- cI aimed in claimi19 ‘Wher ei pr the sol vent corrprl ses

net hanol ,, et hanol ; isopropanol, dioxan, diHetMylfornmam de or an egmgss of

t he corrp@und of formila V. 21. A process as claimed in any one of clains 18
to 20 wherein the reaction is effected in. the pPESence of .a condensation

agent. (wherein R, and R, are asiefified ift cRIPGESS: as cCl aimed inclaim 21
wherei n the condensat ilbra p@em asCiined metim 00 whdteliiitlithe caipoudd P fomAssIAS

claimed in an3® one %Fepgfs the halggengtame wherein the reaction is effected atyg

tenperatures of frome &h miieléj ed in claim ¥ or claiy, 1] whezein, the seagtinp és j

a solve t
claim 23 wherein the rlsaa\t ipfUdess Sase ﬁﬁaﬁ édim D wherein the solvent comprises

isopropanol, tetrahydrofuran dimethylformamide, dimethylsulphoxide or an
25 excess of the compound-of formula III.
14. A process as claimed in any one of claims 10 to 13 wherem the reaction is 25
effected in the presence of an acid-binding agent.
- 15.°A process as claimed in claim 14 wherein the ac1d-bmdmg agent comprlses
. an alkoxide or alkaline carbonate.
30 16. A process as claimed in any one of claims 10 to’'I5 wherein the reaction is 30
effected at temperatures of from 50 to 200°C
17. A process as claimed. in clalm 16 wherem the reaction is effected at
¢ temperatures of from 80 to 160°C. .
. : 18. A process for the preparatlon of- compounds of general formula I as

35 defined in claim 1 whlch compnses reactmg a compound of formula IV, 35

‘s _COOH -
BICHZ—— co—( CHz)n =

(wherein A, B, R, R,, R,, R, and n are as defined in claim I) or a reactive
derivative thereof with a compound of formula V,

| R,—NH, V)
40 (wherem R, is as defined in claim 1),

Frocess as claimed in claim 18 wherein the reaction is effected in the 40
presence of a solvent.



tenperatures of from80 to [err] 25. A process as clained in any of clains
10 to 24 V\/nerel n the reaction is effect ed in a cI osed vessel. 26. A process

salts of corrpounds of general for rrula I as a fi nedl whi ch

ses - 15 reacting a conpound of for ifd claiml with
sappropriate acid. 27. A process as cI mml 'jn V\/nerel n the acid
Zpydrochloric, phosphoric, hydrobrom C, *SUET LI G, citric, -

tartaddc, “oxal i ¢ -or el eic acrdlSQ&mlA process for- t-he preparmtron of

conmpounds . of raI rrrui a “and tReir
physi ol oggﬁgiﬁxsogéﬁﬁ@ ed'@'}gﬁ? Ao R em the§§ix ';c‘sfgf ags nagi',ﬁqkl al |y ¥ herein
descri bedformfla VA process for the prepar atlon of rrpounds of general 3

formul a | as2idéfnreress as plaiged iimany pregypicelaihe|8to %yhﬂf@n thgireastionjis conpat i bl €. aci d

addr $i ons 5’5‘@? Et‘#fﬁg‘:‘%{)éﬁlﬁfd a‘g %%ﬁ H‘g?grﬁlpeg?degﬁfaggas/ g&Fr of Bxanples 1

o 40. 25compnses genera for ned in claim |
and their 23. A nizdee: hryslramied mlohyof(mnnpat&thZewbarclultladchctwrun sal ts whenever
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35 34, Composmons as clalme in any one of clalms 31 to 33 in the form of dosage 35
units,
. 35. Compositions as clalmed in claim 34 wherem each dosage unit contains
from 50 to 250 mg of active ingredient.
.- 36. Compositions as claimed in any one of clalms 31 t0 35 wherein the active .
40 ingredient comprises a compound as claimed in any one of claims 5 to'7. : " 40
37. Pharmaceutical compositions as claimed in claim 31 substantlally as herein
described.
-38. Pharmaceutical composmons substanually as herem described in any one
of Examples A to D. _ .
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