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i | BRARY (54) SUBSTI TUTED AM NOALKYL PHTHALAZI N%BEAAJEDﬁI %NO\IES (71)
e, DR KA AT SPECIF1CATEONRANKT Fiud 4 Cor por at e
or gani sed g:éer' the | aws of the Federal ?ﬁpubl ic of Germany of Biberach an
HeremRi @$), Apidsion NRIGUBTT ¢ §42) Edpdrahdue-dd'h o| SFETRRN i '
WhigQh (38 QoravgntionaAppticatige et 26383P1be granted to us,
\hi%h (30) Fitedt 0Sdpe 198 ior ned, to be parti cul arly desf
_i-oI%vwsngre@rsmpmm Gctmiﬂhhi(?g;)é;ve{lggi?on relates tq |
pht ¥ aa) gomplstecBpekifipatiompuilis \pri rocesses, fo

& 0 ¥hasmpeenciLe acotn2AI62 A6k AYABKRTR 1 ﬁ%}“?ﬂéﬁ?”‘kc
I hewdr e3P Mdek Bvasatptonret here are provi ded conpounds 1N Aener al
_,-_-or'mJI al, cc 1494 1_594159)( 16042513 220 226 22Y 2116 21473255)32253222% o 10
['ERR] 15 in %3}‘122;@%?36@{?5_%@&%2%2‘6%5&@%& atomor an al kyl group
gontaining from g 2355 %2 T6R7ECE02 BODIK TR TRher [WCEWFE&ENE%M%‘?M Chon
#or different,-each represents dmNaRR®IY- gr ou gﬁ@éﬁé’nl ng from1l to 3 carbon
g\t ons, or toget sy SURSTERETED N  72).3 '?Q@A TRyl enedi oxy group; 20
ERR] represents a hydro-geﬂ\"at g?‘?y group contg{nl ng froml1lto 3
fcarbon 20 My DRAKARNAHOMAR GESELIESRRARTCMIE BESCHR ogen atomor an
':'| Kyl grobmi(zgﬂmi;fﬂoﬂsg@m.%uﬁsed Qndeaﬁb s Qﬁ?"‘ﬁgﬁ?g ﬁ;ﬁRR] represents a
@ydrogen Gtmsolfof Biber _I%xi?t Fig;ﬂ;?g}%ﬁp.ﬁa},m nted dhs,dfanﬁ(a:eﬁngﬁﬁd carbon’
it ons and B OB e B0 Bl bidhlaly Ae4eHibed il 4ail by g fhllowing 1 t 0 53 car bon.
_t_orrg, 2 atcthne :EF_@? oget her represent a nethyl enedi ox 02 10C1 hyl enedi oxy
#iroup; and NThis iemion Sslateartol new prtinpatih pidlZinoRey ﬁﬂﬁ%.%e conmpounds -
jccording pmsm&rghwaggaﬁgﬁg“gpgg‘%ﬁimaﬂa she pRRANGIBGAPaagdscal 30 s
roperties aﬁmﬁaﬁ‘h &Ufar, Th general, a heart-frequency decHeasing &nd

3 fect. It will be appreciat edR that, for pharmaceuti cal

- hypo 3(5'f§°en5| ve e _
e, the salts referyed to above \/_\A'T,I be physiol g§ically conpatible salts -
other acid additi Alts may flnd use, egarrpl e in the preparation

n !_.’h . ”

.conpounds of generlal lif ophrottgH# g cf‘ Ret P -3  logically .
npati bl e aci d addi n Yal ts. Rs Ry 35 -
544, 880 R 2 3 Preferred

npounds _aggording to the invention are those wherein [ERR] represents g
dr ogen . at OR) refreséhts BRirduy bof fofmubssopr opyl group; either [ERR] each represents-
met hoxy group or together E‘epresent agphet hyl enedi oxy or et hyl enedi oxy.'.
oup; [ ERR] b b
—N=C—~ or —C=N-—

in which R, represents a hydrogen atom or an alkyl group containing from 1 w© 3 15

bon atoms; .
“ el;tia:e(;mR; and Rg, which may be the same or different, each represents an alkoxy

group containing from 1 to 3 "carbon atoms, or together represent a methylenedioxy
or ethylenedioxy group;

R, represents a hydrogen atom, an alkyl group containing from 1 to 3 catbon 20
ll ; ; N N . - . o
atomsR:r :eptesent;'?lu liydmgen atom or an alkyl group containing from 1103
carbon atoms; : ' B . o w3
either R esents a hydrogen atom or an alkoxy group containing from 1 w0
carbon atomsoafg-rk, represents an alkoxy group containing from 1 to 3 grbon atoms, 25
or R, and R, together represent a methylenedioxy or ethylenedioxy group; and )
o i:é de: salts thereof | ' ‘
“and aci iton ereof. ) ) x
The -compounds according to the invention possess interesung pharmacological
properties and in particular, i general, a heart-frequency decreasing and a hypo- 30
tensive effect. :

ill be appreciated that, for pliannaceutical use, the salts referred to above will
be pgyg:ﬂogicalll)yp compatible salts but other acid addition salts may find use, for
example in the preparation of compounds of general formula I and their physio-

| 35 logically. compatible acid addition salts. 35



: yi— enzyt—grotp; —represents a

_atom and erther [ ERR], represents a hydrogen atomor a
thoxy group and [ERR] represents 5 a nethoxy group or [ERR] together
epresent a net hyl enedi oxy or ethyl enedi oxy group. O these conpounds

especially preferred are those wherein A represents a group of fornula

[ERR] 5 10 i n which [ERR] represents a hydrogen atom or a net hyf

either [ERR] each 10 represents a methoxy group, one being in thg

6- posi.tion and the other in the 7-position of the bicyclic ring,

t oge{ ber they represent a net hyl e@eﬂgggy or et hyl enedi oxy

-{ " —

represents 2 nid

ot [E

ggfh s?t“"i‘xf‘é“ 51 gae%on of the.

phenyl ri nga addthos Qmﬂe@d e 4-positidg
of the_phenyepresens @, hydnogep Em] orta) ah;he»r bén%yll‘gﬁﬁlﬁ;n& &pnﬁeﬁthy hOXYy Or
et hyl efedi oXgm ter ﬁate? e@e?rraeaeﬂ@ éRaGB@srem ng tg the }z
i nvention apg, y o t° W Y ne {hal azi none f3 2
Syl - 3 - offcmamaff d et hoX ethyl) - J°
am' nol - propane and acid addrtronRsaI ts 20 - thereof The corrpounds bf

general formula | may be prepared, exanpl e, by the 20 followng 4 5
processes, which processes constrt&t gGTurther features of the present

‘inventioon: &) wiRdaR| repiesetis a chydrogeh QtémCor Qf mévdil Gish, dither RLandR, kdlRR] (jgher ei HA,
[err] and n%ggnas n}?é‘?%’rﬁlﬂ&l&f@?bﬂﬂ!teﬂhwdﬂom aﬁ_ﬂmephes:etht:g-pwdoeavr ng grougdi. -

eg. a chlor P&’F“ ?‘{ oF%y or 10
gaxy:oﬂraw%e E%Em RO 5136, ﬂpotq TIReayt b and RR 30

aryl sul phonyg
(wher disSn | ERpYeseans @ n&dmiy@t@plib& G-Tpesxr{ilefﬂ tﬁe phenyl ring, or R, and R- together 15 4%
25 The reacfPinsam ngthglegedioxygroypit i n t he oresence of _a solvent s*ch
as, for exagphd, zh tmqi PY;G E&p
di et hylforr{rnm(sl,e, in&mx Lnyn oxh ]c JoBdn® D tgﬁgzene The 4. -
‘reacti2on |sﬂ19wfven| ently effected at t enper at ures of from -50 t @p250[ EH }
depend| ng OI? i I 3 d:? Iz Pl’g’Sred, for C@Flﬁ* m#y t he react |1L0n
is effected ,;gﬁ %re" ot ng po‘tr?ff‘eéf P i SR A uPs. PPRE” 35 preserfde -
of an aci d-bi ngjiRegtiagsatompsutalef REmuld Wy exanpl e, an al cohol ate, an al kal'if: -
metal hydroxide, an al kal g, metal carbonate e.g. potassium carbonate or 15
tertiary organi c base eg. |etg | ami ne or pyridine and/or of a reactions
accel grator such as, for ex ' .p.o.t i_um j o e,- may be of advgntage4*#C
b) Regétron of a corrpound oy té‘rf/ﬁ £ O¢if B »
40 30 R2 [ERR] (wherein AR [ERRJ are as her ei nbef ore def i ned) with a 20
“conpound of formula V, 1,544,880 -3 [ERR] o
-(wher ei n [ efwhireignij Rh,&endm dneasethedeﬂeﬁrane(z sepdsedts raelg;nsent s a lea
‘group e.g. SOWMA &%WF‘H%‘“%@ ‘°6‘F“";‘5 pras alkylsninhenyloayorgrylsylp

‘aryl sul - phSHFrS 8?83%3“ on is optionally effected in the
presence of a sol vent suclliaas for Re
30 (wherein Ry, R;, Ro and R, are as hereinbefore defined). 30 : .25
reaction is optionally carried out in the presence of a solvent such as, -
for example, ether, tetrahydrofuran, mcthylformamxde, dxmethylformamrde, dimethyl-

sulphoxide, chlorobenzene or benzene. The reaction is conveniently effected  at
temperatures of from —50 to 250°C depending on the reactivity of the group Z. '
35 - Preferably the reaction is effected at the boiling point of the reaction mixture. The 35 -
‘ presence of an acid-binding agent, such as, for example, an alcoholate, an alkali metal '
hydroxide, an alkali metal carbonate e.g. potassium carbonate or a tertiary organic
base e.g. triethylamine or" pyridine and/or of a reaction accelerator such as, for
‘example, potassium iodide, may be of advantage.

40 b) Reaction of a compound of formula IV, - i 40 = :30
| Rz ‘ S .
 ®f B 3

(wherein A, R, and R, are as hereinbefore defined) with a compound oi.'formt.lla .V,




O metal amide or a tertiary organic base e.g. triethylamne or pyridi-:
nd/Qr, of a reaction accelerator such as, for exanple, potassiumi odi de;
y3Qe of advantage. c) Reactions4eBsota conpound of formula VI, Bferr] 15

ydr oxi de, an alkali netal carbonate e. g pot assi um car bonate an al kal

WTETTETTT A, [eIT] are as ner egpnbetrore defi ned) R07 an acet al thereof, with a
5 conpound of formula 111 as|here|nbefore fled, in the presence of -
bat al ytically act |zv-at—ecd-rzln,yel+ege1=r-CHH-rerCHi%’ conveniently carried out .
gn the presence of hydrogen and pLaI | adi unmf charwgal The catal ytically

icti vat ed hydrogen Is preferably a pressure 20 of about 5

gt nospher e ICRL A d she SONYEIBLGHE ldbfibeLddeX tePilsehtd a ldaingdr esence .of 20
ket hanol (f TR Rr°eﬁ‘mﬁjIh'iaoﬁ:ﬁ:re ﬁSlorﬂﬂ:I mtoramdlkdk@ouybnx/enmhﬂi y at

eratmha&loaigfﬁmmo to 100 er erab 0to ) Reaction of a

npbund of rfﬁﬂ&' ‘é'lg&nm j‘f ul ¥ fittn s“cEﬁg&'dand g are as

r.ei nbef e gd,gn yf, em},& atu&SoEﬁbm_]o[err] (wherein

rr] ar etoaﬁ rméf&hﬁi (ﬁfeered:ﬁrin ise achq.r paﬁp
. n u a

: i noilcéléat&l%éh %ﬂﬁaﬁ iaﬁﬂnﬂn&hdehma beafeﬂmmgef a 5ol vent such
~for exargpRectich®bi @mpound nfefom«laéfrie chl oride, dinethylformani de,

nethylsulphoxrde or chl orobenzene and conveniently, depending on the

' Z, At tenperatures of fromO to 1500C Preferably

‘tNhe g%l i n_q__gﬁo poi nt of the reaction

x’t_ure The presence o1 b3 it ng agent such as, for 35 exanple, an

B cohol at e, "an al kal i gfret al hydroxr ‘de, an alkali netal carbonate e.g.

ot assi um carbonate or a te‘?trary organi ¢ base e.g. triethylamne or

yrl gr ne d/.or reacti on- accel ergt or, such as, for {}‘arrpl e, 5pot assi um
di n@&, ‘QQER

hg group e.g. a

fined) or an acctal thereof, wi

PO peveinbetbee defincd,
: 544, 880acuvated hydrogen. erein in the Presencis oA ?m# ¥he preparation .
3 '_'_corrpounds'l'h;f F;gﬁrxalmm aarn(d/\/uarnsr the [ presenke aﬁdiydmmms her ei nbef or e

“W%Plﬁ’iﬂ%ﬂ‘ ypref e%t%r] e as

bt e L L 8 TR B R R e erm | on

weni end toyl00HD, prefRfiblg U toi30°C.he presence of "a sol'vent such as, for

-10- eR Restie dbe rampond of foswwhr VR al i phatic acid containing from1 to 3

r_:.b'o'n 10 atons e.g gl aci aJ acetic acid or dinethylformanm de and

enr ently effected at rat ures of j/om 50 to 150[err]. Preferably
teacion is effected’ N‘d@ﬁ#’m‘n‘g"‘ﬁ%nt (@) the reaction

0 nixture. f) for thepf&paffati on of corpdunds of general formula I -
pherein R4 represents 5 250 a hydrogen atom Denzyl ati on of a compound of

rr%' a il w ml{’(ﬂ_"f}?e oh nqgalslﬂerem e }ined) wx&e%&%ﬂ&&f&wnzylzs gr.oup.

VIII,
- . Re -
Z—?H—CHzﬂ (vImr)
Rs . : Ry _

(wherein Re, Rs and R, are as herembefore defined and Z represents a leaving group
o e.g. a chlorine, bromine or iodine atom or an alkylsulphonyloxy or arylsulphonyloxy 2
0 gm,ul',l)he reaction is optionally effected in the presence of a solvent such as, for - ¢
example, acetone, methylene chloride, dimethylformamide, dlmeth‘glsulphonde or .
chiorobenzene and conveniently, depending on the reactivity of the group Z, a

N temperatures of from O to 150°C. Preferably the reaction is effected at the boxlmg
235 point of the reaction mixture. The presence of an acid-binding agent such as, for 35

: example, an alcoholate, an alkali metal hydroxide, an alkali metal carbonate e.g.
potassium carbonate or a tertiary organic base e.g. triethylamine or pyridine andfor
of a reaction-accelerator such as, for example, potassium iodide, may be of advantage.
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y—ct rect: 'ytic h yd_pgm&m~eg—wﬁ—h~—“
E%"’pa’rradr—ﬂzfrﬁal A preferred hydrogen

3 - at nospherers. The debenzyl ation is
prefer_abj_y_efq‘ ected in the presence of a solvent atnospheres. The
debenzyl ati-on+spreferably effected in the presence of a solvent _such_ g
-*—f’p‘ exanpl e, ethanol or ethyl acetate and preferably at tenperajdres Erom
25 to 75[err] g) for the preparation of conpounds of general forI

~ wherein R4 represents 25 an al kyl group containing froml to 3 tarbon _'
- at oms: : 25 lation of a conpound of, for a |l
- as \-heréel nbefore defi ned wherein [135414,]88& epr esent s an—hydregen—atom o T
Al ky| at+er—ts er BT ab] Cgrg‘;o bogedtbabfosmdd: an appropriate al kyl hal gde,
“e.g. an iodi dé F'hBP ?ﬁr Oﬂfor of a |aI kyl sul phath,- Thus suitabl e agents
. for effecting the 34 I'atlo I ncl ude, exanpl e, methyl |od|;ﬂe 5
.ethyl iodide, isoprop gHan.d.N.seH-d-r: uI phate. The al kyl ati c s
preferably effected i presence of acetone Myet hyl f or mam de or  dif
as sol vent and optloﬁally n the presefee of an inorganic '
. 35 or tertl %'I&,Q ar. R &f ffanQet o Rgeeak defips) 50[ err] Wiere it is

desired to G}fﬁﬁmlﬁm,rml a 1 wherein [err] represents a-
met hyl group, aI kyI atlon may a,;so beQeffected by nmeans of a m xture of
. formal de- 35 hyde and formc a6 0 referaply at the boiling point of
reaction mxture. h) for the pregfaffatifon of conpounds: of general fornul
twherei f R4 represents Benzyl ati gH W TCoMpound of fornula | as
- berei nbefore defined wherein RRBarepresents a hydrogen atom '
.40 Benzyl atio g kfflpr fkagﬂahﬁh&&n!ﬂfofe&léﬁxedb with aompepod pf fgrmpla Xy g i de TI
pr e

benzyl ation & erably effectag in the. presencegsf acetone,

~di met hyl f ormam de or di oxan as so| vent, preferghbhy” at tenperatures of fr |
to 50[err]and optlona,l VAT TN ee-ai2—f bak ™ The conpounds of
-general formula | rray, if desired, bgq converted ihg,0 their 45

physi ol ogi cal | y conpatible acid addi teon sal ts by reaction with an

appropriate 53 aad:ﬁgsgslhaehb&imdeﬁ@d) ex caloric,
phosphori c, ﬁg%%&ﬁﬁa?ﬁ’s ccrmzvalnpbtb'rqaﬂtl:!ed PitcaF dxd séfn né‘ 2 b%i ¢ aqod.
1, 544, §§0 example, benzene, dioxan, an aliphatic carbo a

fornul ae 11 ® boGknidmly edﬁecaddsutqmptfﬂ@re B@%é s descri bef
‘above, are eﬂﬁ cﬁaﬁﬁéﬂ I T rdadtion lis tmtestatélcch‘"hhﬂay‘”’&e ed by known

processes (s anples). As nentio SQUDRL RPRsBS COT disng t O
. the inwgntion pt)sfsfe@sﬂem'?é% omgoungsgg%‘nt%g}/ﬁmwgw

ﬁgﬁﬁd‘ th lfotmamlde and 09“0

armacol ogi cal properties. Thh

conpounds whi* &S ahrhsraulmtahhmnhem rfEr ef fect an
especially a Glal Déky pl re uency | oweri.n Tl;]@mg@rrpounds of
general formula beazyutwd”IeP!Ffe y '° e\e(\gt‘msl-a;imtlstoé!re t Bus
useful 2m then dilufl'tlﬁ presace chr oni c
coronary i ns g %ﬁ mpl thanol or ethylEaramanampfeebIYtathP?ﬁ‘Pm corrpounds
have been tesg qgﬂ,so = [4 - Nethy °E fﬁlﬂ“;ﬁtﬂ%*m R,Jfél;}bd}ms

25

pht hal azi none - g2 for tyl r}repm@'wi[‘ﬂ‘!“
di-met hozyphen'y‘lf*}"Yl-G’k;EtE'Q “‘”g Qj ompnquneréh;uﬁo@c#ﬁw‘ ‘ﬂFS’e‘“BR*l [4 -
MEt hyl - - Ah, a;’b H) - pht hal azr none .- 2n-

[N - nethyl - "R Alkglation ns(ﬁem - su%ﬂbﬁn%:ﬁ,ahﬁt%@dg the pr opane
hydr ochl or i dejodi@=br bro dﬁ:f o 1 iodidle, ‘ethyl 19488 lisoprepyl brofofde nz

pht hal azZdnonedlkyiason MElte o rviaidh is prEfemably effecked -in Kl p et

di met hoxyphen ‘h;g e)or-d:oﬁlﬂﬂﬂ@‘]lvemﬂp#%gwy W&ﬁﬁg‘i% 0 to

tertiary Organic base. e
(Su(.)°C. Where it is desired to prepare a oompound of formula I wherein R, repre 35

of formalde-
meth lation also be effected by means of a mixture
B a e ary:lgflt:)orlgx,ca:kc:yd, ptefzzlyny at the boiling point of the reapeon nu;mtr: cats
h) for the preparation of oompounds of general formula 1 wherein R, repre

: Be}:gfa‘:wn of a compound of formula 1 as bereinbefore deﬁned wherein R,

. hydrogen ato! .
40 _ mprﬁ!::ytau%nr?y,blfor fefxf::gle‘;‘ .bt;eegecmte:ce b%f mnsaoetong,f dimethytformamide or
c
e e TR
o P md‘;;:;:mds of general formula [ may, if desiced, be converted :l“a‘t: ma cid. 45
' s physiologically compatible acid addition salts by reaction wnt!l‘l ;x?)bappmp sulphuric
Suitable acids include, for example, hydrochloric, phosphoric, hydrobromic, ’

lactic, tartaric and maleic acid.

40



r‘lrnr\hlnrlr‘le_anrl E -1 T IMEIQ;I_!i - 6 7 - r‘lin‘é&h_g__é_y YT

no —z—rr'r"r—_"—?—_—l—ﬂ—'—'—'rn:f Ay N (2 - (3.4
hOXyD e&y&:):r_eirhyi:)—_—_&m:ﬂﬁa]_—re%hane hydrochl oride. 25 The
t of the test conpounds on the heart frequency of groups—of—2=S-ca
d dogs of both sex was exam ned The average weight of the cat

nor-eose l-ha ifed). The
e a;e e,f 59 e 11 t° ‘Xﬁgsef“h me&éabl e sol vent
Y Kfp from the '"mmsoormv Yecraepered r equency was

ded beforeﬁsanduafed dfovadﬂﬂdamﬁuﬁd%tdc&f&dgfmmqnm ﬁ?&PO%”d by neans of

el ectroc ren,emem'lébloselcelaﬂ))mdsrwtheaﬁﬁ- t],The fsol | owi ng .
es show co gg ula Yﬁ\hm'f@queﬁhdomngeeffe& hear t” Dosage
f ency thus usef g, v mP““ble salts are g/ kg
1/ ._nut% - insufficiency. | n m nut es A pa fhrqpic coronary . 7 14
3 o ey i °°”3P°°'::s “*‘”‘fiﬁﬂ‘f‘““’ég?’?,?@, E w TOA
5 V - - - imethoxy - - I e-2. yl] -3. A
2. .d. ' qumgle;h {2-G4-di °xypheny97 yl} - amino] - propang5 A '
4 ~d, - B=1-1(4- Myl- 6,7 - dimethoxy - 1(2H) - Phthalazinbifd /> - y] 10.0
. : -3-
i : dls [11:1 dz%ochlfetho yl - N - {2 (4 - methoxyp hﬂ‘fg -Dthyl} amino) - ygropane 0.5, fg :
- =1 [4- I? 1-67 dimethoxy - 1(2
2 I » Yy ghthalazmone 2-yl}]-3- . 25 E :
1.5 :. \,20 IEN vy - (34 - dxmethoxypheny‘b eéhyE ammo] - propane : 250 i V.
- " D= ot lgrg:cmoxye 1(2H) - phthalazinone - 2 -
- ~2-y5l]-3-[N- methl- :
1,844, 880 E=1- [(42 g}eth';’f‘f’%‘;?hegyl) ethyl} - ammO] &roaane hydrochlonde wd
STEDI ES | N DOGS: msrmaﬁe-m ﬂ“%éad alazinone - dluehcy |
- ethylboa:m(g%]n P
DUati gg of act_hlvl1 oride, my/ kg
|/} and dog: o tﬂfsﬁf“@qggxmnds on the heart frequen@ oﬂﬁroups\bf 2—S5 cats 35 - 10.
1 18—28 kg ayerage weight of the cats wgg, 2.5--3.5 kg ) -
- G0 g/ ip) and iﬁﬁﬁﬂé’?&"ﬁﬂ’ o el .16
24 wrethan as required). The test Gompound under exammg:/mn 24 B T
1k le solvent into the Vena saphena. of @heGluodenum, 139 i.v.
recorded before and af
o trocardiogram na(%:m of the test + 29
1¢ Mmm&#mh(gi?wera O] 2 A PAERRY: no t oxic
S __ef_f ect the dosages adm ni stered. The LDs, e.g. for test conpound -~
AB®s. found SST@B'ES IN CATS: 25 5 in the nobuse to be 63 ng/kg i.-\_/. __
o)) dhtrol period ¢f 14 days. k 5 AcCcordin 0 ayet
f fleature of the|preggpf,inve 1tq°8’p:’t:géc|h%“'ar row ded phaf naceuti cal-.
c t ijonSest Comoinsi N as mghgve i hore Bl at ";‘mmu ciB¥ppund of
f |~as—herei-rbefdredefined of a physi O| oqi caH y conpatibje acid
a nisalt tRereof in a%so_ci ati of wi t’rf a pharyaceutical carr|er or
e . .5 :‘.v. -1 30 10 > 50 Folt S
5) ,Bi cal adm ni s{rat il,@ni,,;_he carrpoun_ql%of. gener al >f.pJ mul a a.nd t hei r _
. C -. 2.0 i.v. : . - 37 >70
A 4.0 id - 34 > 60 '
A 10.0 i.d. - 41 >> 50
D 0.5 i.v. : . : 10
,; D 1.0 i.v. - 13 25
M D 2.0 i.v. - 14 ' 25
E. L0 iv. | - 10 R
5 E 2.0 iv. -1 10




—p'hﬁH“ﬁi —eeuﬁfa+—-1:}repafaﬂﬂﬂs—r—ﬁﬂe1—t—hef—ee+1 d e%J—rert—nfl form optionally in
ther-active ingredients. The conpositions ey for

exarrpl e, be presented in a formsuitable for oral, rectal or parenteral
' -—adm nistration. Preferred fornms include, 15 : for -exanpl e, t-abl
gqcoated tabl ets, powders, suspensions, suppositories and sol utions
~for-injection. The active ingredient may be incorporated in excip
custemarily enployed in pharmaceutical conpositions such as, for
tal ci_gum ar abi c I act ose, starch)sqgsgmesi um stearate, cocoa buttegr,
aqueous or ehicles, Tafty substances 20 or_ant mal
veget abl e ori gl n par aF in derivatives, glycols, various wetting,
di spersi fjg 20 U Oor enul STTyImMg agents ad/or—preservatyi ves.
Advant aggously the co osrtlons may| Decréxe ukeatteld as dosage unijts, €
uni t bei hg 1ada(gt ed Eo ﬁg/%ﬁ fixdqd ddeuesty act) \Ruratiogefeagtivint .| Sui t abl ejg
dosage ufi t $3F orPERll tks d#n frdm 50VPBS50 np of ARUESe | ndredient. B
The follpwmng non-T1m |ng exanplrey serve to jrryustrate tne prgsent
i nventioph. 25 A5 Exanpl e0.2s 1. ' - 10 17
[ 4- Met-hy| -6, 7-di net hoxly- 1 2H) - pht hgl azi none- 2-yl{ - 2-[ N-net hyl - N (2- (3,
di met hoxyphenyl4 - et hyl)) - ak*ndf- et hgdne hy‘drléchl orjde a) 15
1- (4- Met hy-6, 7-gli met h ;(,ZI—Dv pht Hal- azi ngpe- 2-y] ) - 2- brgrm- et hgne 30 5

.2 g of ]sodi um hydrid (50% di spgrsion in-.oil)| were addded to|a solutiofg
of 30 50 g (®.7 ) aR54v- netlhhyl -—-667 - dj nethoxy - 1(2H) -
pht hal az{ none ip 50 nif of _ di et hyl flor mami de. Aftfr heating up tjo 800C ovg: -
20 nminut gs, the sodiunpsall &% 4 = |vethyt 22 6,7 1 dinetoxy - 1(2H :
pht hal azi none tdwus obtpi ngg wgs al Kyl ated py addj ng 30 gl of :
1, 2-di br pnoet hane at 8p0C. After 2 lhours, the sodi um brom de tHus 35
preci pit [ ed2.0ndes sugtion -ard¥ the filtrate was evaporated f@®.
dryness | i rmand they
chl orof orm was extracted with water, dried

over sodiu “’°¥‘| w “H‘ theory)
DL n;% el Aot e

[ er r] yal uei &)
According ﬁo a yet further feature of the present invention thete are provided

1 [4 Met hy| P rifing ofisple 2 g
e L pE 5 rﬁ% T
(7 00l ) Of Eor-phdrdhaceutidit tallihis uau&l eral fokfndlhll and @k hal agy none
- I ] - 2 letdmlly mm lneﬁrpq:mdom@mnmexumk phasieled 5

(7 6 rmol §Esel “ﬁ ﬁﬂgn ; rﬁ"ﬁ@“‘& with) g of sodi :
5 ‘car bonat efogh Gy Jh (ﬁm "ﬁ After F
cool i ngy thefoseiamllerﬁucndum hs, suppéiloriad indosdiiltidnb e f|15trate :
evapor at ed. &K/ "ﬂ@%‘?“due obt al rorrato ralohed on sr l.ica
(chl or of or mjget ¥ aﬁﬁ] NETET ';"sy %’?

%t ed and t hej:
desifed.co -mg,‘-: Cardee eé‘cb@b\iﬂia e&ﬁd: BYn&E - i
10 Yi 20d: 1 bbrmlghhmﬁ}l)denmps, v%ﬁOﬂdimg

1-[4- Met hyl o%F /9 in thyl {N—2(3 /
5 ;‘::;“ i - 5 mﬁ@;ﬁ it aﬁ%dr ach or 1 def
- 15 a) 1-[4- ikl :ﬁin?mdlsu’&stjmmg | azi none- 2-yl -3-chl oro-propang
Produ@®d anal o Hoing progelimiting examplesisprve @a@@mﬂ@fPWMMG 7- digset hoxyt.
1(2H) - pht hal azi none with | -brono-3-chl oro-propane in di nmethylformam de. }
[err] val ue (chl orof or mf net hanol Rarhple 10. 9.
1-[4-Methyl-6,7-dimethoxy-1(2H)- thalazmone—Z-yl]-Z-[N-methyl—N—(2-(3,4-
dimethoxyphenyl)-ethyl}-amino]-ethane hydrochloride
: _ a) l-(4—Med1yl—6,7—d1methoxy-l(2H) -phthalazinone-2-yl)-2-bromo-ethane '
., 30 g of sodium hydride (50% dispersion in oil) were added to a solution of 30
; 50g (ZZ .7 mmol) of 4 - methyl - 6,7 - dimethoxy - 1(2H) - phthalazinone in 50 ml
. of dimethylformamide. After heating up to 80°C over 20 minutes, the sodium salt of
: - methyl - 6,7 - dimethoxy - 1(2H) - phthalazinone thus obtained was alkylated by
L .addmg 30 mi of 1,2-dibromoethane at 80°C. After 2 hours, the sodium bromide thus
i precipitated was filtered under suction and the filtrate. was evaporated to dryness 35
under vacuum. The residue was dissolved in chloroform and the chloroform phase
-was extracted with water, dried over sodium sulphate and evaporated.
Yield: 5.2 &(70% of the theory).
R value ( oroform/methanol =9/1): 08.
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45

azi none -.. 2-y|] -_3- chloro - propane W|th34- __
@ net hoxyphenylethyl - N - met hyla mine in chlorobenzene. 25

[err]- _
ferr] value (cbI or of or m nmet hanol =9/.1) : 0. 45. Exarrpl e 3

7Isopropy|

ﬁ “Produced a—n@L
i et hoxy phtliafaZinfne -
et Byl -

;'-.r 4- | sopr 2 [yre [HRs for, 20 beves. Afier met hyl - N- ( 2-
bt [._ gumﬁleg% - datopRbHaY | on- ?@%ﬁﬁ%ﬁ!ﬁﬂ?ﬁ :g e Pr oéuced(

.'nal ogou SI Jpnofrﬁngmpﬁee evaporated and the desired compound was precipita
(2H)10- %B‘% I oro propane wit h 3.4 di net hoxypbenyl et hyI
: et hyI a,ml,ne2 Ej, ‘Mp.: 179-180C

npl e

nal ggous|y Tk ﬂ@h
‘hal azi noneR,Wahh(clnlomt [dikhanol=39 /1) cmpropropane i n_di met hyl for n%‘?m de.
rr] val ue (chl orof orm net hanol =9/ 1) : . 55 b) 1-

-7-D|rreth =hht h az -3- N-rrethI-N- 2(34d|rrethoxy- p
‘phenyl ) - eﬁpﬁ’% shd a’ “\g“m g’ ¥fral ogously to 3
'm‘me | ba) by[4+Ispapyles;T dibxy-l(@ qxgycmbm “pht hal %I none -- 2 v
Al - 3 ; me«h@xymﬁwl 65thyl - R
Tyl ani rmeen G r‘ﬁB‘hl é’m -pmpanemdlmethyl- :
44, 880 R, value (chlomform/methanol 5 1): 9 Examjl € &
- [4-Met hyl -6, 7-di net hoxy-1(2 phthala2|none2yl] -3-f 8
%3 4- ‘H.%@r

h Wﬁgé&%;% {ﬁwwz"l ] "@bmlaw- 3 B
- Vet hy - Gageta R
N :benzy| yd&,{ﬁguﬂz - phthalazmone -2 - 0 eﬁﬂ&m%)ff) anino] - propane |
n‘Ef‘?‘W - 6Mp: ﬁ‘??réqoﬁ y - 1(2H) - phthal amggne -2 - yl] - 30- .

ghl or opropane with 3,4 - d| met b@Ggymenyl et hyl - N - benzylam ne in
& I orobenzené l%thrgg

L w— i |
AN

115[err]

7 d| et hoxy- 1(2I—i)54p§)§0hal a2| ne 2 yl]- 3 [N- rret hyI

O O vAmwawae A ere uu

Bh@e%l‘)N ll(sr‘*chl or o- pr opane

, . P% X tﬁﬁg’ 0 opropyl - 6,7 -
sihal g.zummeanunﬂhﬂo cﬁiﬁa‘ti};ﬁe 0 - propane in
'@pmhe(-mmmmmyim hamon:;sa/sagmmo 5. 535 -b)

}-2 86 mmol) plejf

ad is di met hoxy -

4- Net hy! - &wm £, Tdimethokf-2ESD)-plivhzingric 2oies- PNk byl ANLABRBL Dyl - N- (2- (4
et hd = ylhyeihyl)-gmino peay I}!@‘E&QCProduced analisgously to

S " : -1ZH azinone- -yl -
npl e 2b "bypbded Arfatgoly y : B VT 7 di met hoxy - 1(2H)
ht hal az)(elghchalaBnone wirh 1-brékno-3. AP Gpame B SRR °¢4m°'h.\&a 'd'X“ “¥et hoxy. - 45

nyI et hyl -Realue (ghlorpfotmymiethanc] 0 /¢ h 0 obenzene 210-212[err] Exanpl e

7~ Dy "Rl -3)%3} R0825 Yh b R ety
hyl - I\)l- E%%MP B ) D}I % -pmpme-lfyd rocil E,%I methyl N-{2-(3,4- 20

<+

repilogons anmhmd redctiéhCof 1 - [4 - methyl - 6, so a)
= RPybalazingge oﬁe—!ll yli Shledql-opmpno}wahes,PF oduced
- Beraylamine in chiprobenzene; i et hoxy - 1(2H)

P TR ol S W

I'b by reaction of 1--:[4

dimethoxyphepy -endethyitagiing gmbbkoyemme Exa

DD ohthilizizodeedd] -3=0N-ethyON -4 2-(4-
OXY henyl)-ed:yl} -amino]-propane l:lydmchl:ct:’r;e ide 4
l;hr:;i;ca}( ;;-‘Bhgog y to Example l;] by3reacc:l;lgn of 1 - [4 - methyl - 6,7 -
dime phthalazinone ro - propane with 4 - methoxy- o 5
phenylethyl - N - methylamine i mchlombefmn propne w i 45
Mp 210—212°C. - ' o . _ -

' Example 5 . ' e
1-[6,7-Dimethoxy- l(ngigfﬁhT;azmone]-Z-yl]-.’a [1;1;methyl—N-{2-(3,4-dzmethoxy- ' &
-amino]-propane hydrochloride : #
2) 1-[6,7-Dimethoxy-1(2H)-phthalazinone-2-yl]-3-chloropropane 0 . Y
Produced analogously to Example 1a by reaction of 6,7 - dimethoxy - l(ZH) - Ce Ly
phthalazinone with 1 - bromo - 3 - chloropropane in dxmethylfotmamxde . L
R, value (chloroform/methanol=9/1): 0.9. '

b) 1- [6,7—D1methoxy—1(2H)-phthalazmoue-2-yl]-3-[N-methyl-N-{2-(3,4-d:methox - 5!
phcnyl)—ethyl}-ammo]-pmpane hydrochloride d 5
ogously to Example 1b by reaction of 1 - [6,7 - dimethoxy -
1(2H) - phthalamnone 2 - yl] - 3 - chloro - propane with 3,4 - dlmethoxyphenyl-
ethyl - N - methylamine in chlorobenzene. m.p.: 200°C. -
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ﬂmrhw—ﬁ dirmethoxy="1(ZH~-phthat- ﬂTT‘I‘OT‘IF?‘YIﬁTN— (Z2-(3, 4- di net hoxy-

0 10 phenyl)-ethyl)-am no]-propane Into a solution of 2.6 g
4.4 mml) of I - 4 - nmethyl -'6,7 - dinmethoxy 1(2H) - phthaazinone - 2 -
-yl - [N-~-benzyl - N- (2 - (3,4 - -dipethoxy---phenyl). - et hyI)

am no] - propane in 100 mM of ethanol, to which 0.3 g of paIIad| \
“charcoal (109 had been added, was introduced hydrogen at a tenpg r%rfu e
50[err] 15 and at 5 at rmspheres After the absorption of hydroget

B nls_ngd fhe catalyst was . 1,544,88015 filtered off and the fiktrate
evapor at ed under vacuum The fr eexpag€ gWas obtained as a yellow orl. i -:_d:
1.8 g. (82 of th‘bMen}a)methoxy-l(ZH)-p razxi:onbcaJyl]e [(N;m-(eﬂainﬁumymet hanol =9/ 1) : 5
0. 4. enyl)-eth -amino]-pmpang O rTP E

1- 4- Mgt hy! 6" ‘74%%? m&%a‘i-mw&nzz Vr{zéi"tl\prret hyls N-(2-f8, s
4- di met hoxy phPxegicod 3 Recubly o pChlaar nglgyia)e,7 - g '
1-[ 4- Met hyl d@cmorath;l(zéhedp ha}w!;(ngl-nl) 2phw11a4 azi nldoreprapayd witl-3¢th} or o- pr opanef§25

Pr oduced ang’f"ﬁﬁ aﬂ‘?’ omfmﬂgmhjgfaml“‘gl"? te-on of 4 - rret hyl - 6,7 -

et’hyl ene- pht hal azi none with | - br ont § s -

3 - chboro b) momﬂm-omdemmmm)-pmmmd@n - N-yABuatihavkpr of or njgret ha I 10
19/1): 0.09. b) 1- Irprenabey| enedi oxy- 11(#2H) ht hal azi none-2-yl ] - _

[N—rrethyl nﬁt l“ 263(44 ““m‘) m ¥ ani noj - prope .'
N},{?j)l)- Sy dghgﬁlm&g,u hgact i on of 1fg-

[4 - st hyI cha&pﬂ"l (10963t Hayt Ibmedded,x as -intfog ampemneof—soﬁc yl{s - 3 2

chloro - ?3‘ ergs. After e Fhé?fh Wﬁh@m wasine in - *‘é 15
chl or obenze ve e “Sm""m @ i base was obuined
(chl orofornirrewalanmhg%j ) of theor), _ 35 Exarrpl e 8 1- . N
[ 4- NetRy| - 6, 7- &% rabiclidiopofdrnZzefihgbit=aal)apidnone- 2-yl  1-3- [ N-nmet hyl - Neo (2- (32
met hyl enedi-oxyphenyl ) - et hyl ) - am ngl ane Produced anal ogously to Exa

2b by reacthn 4Ofterdivi-s. 7leth BBiyt _‘"ﬁdzo ~l1-3-[N- R 40 40
di et hoxy - 1( 2H) ﬂy : yley%myn%%qn:)} T e o % opane with [
3, 4- meg hy| enbl [4 edidxpd(3 D-Phthahunonn%-ly hrOF[eOpﬂlﬂ: chl or obenzene.. &

Yel | oW 0i | . o) 5‘ R peprsi Pf—’gr pethyl g 645 le 8545 25
1- [ 4- Met hyl 4 ﬁ‘,; c%t oxy (’ ? F1t hé?m°2|;r:ﬂ(;ﬁm°§ ﬂ"fpa'?f m[d'me ¥ '
N- et hyl - N- ( 2- BBya!he (chn&form/mcthanol—w/l) (45 d| met hoxyphenyl ) -ethyl) -am noJjg

- propane hyg’g? ri t he corrpound obt ai ned accord
to Exajgp Q‘T‘ io y' °"1ZT!§ St mehd {3 BG41 forni ¢ aci
and 1. 5 g (20 predlcpd nfg,u,e Rexibdr 7. f Naibyial 6,200C A er

cool i ng. the ethm&!tﬂan-t 1(21) uphtlxhzm -5D- yl] - Iradhloml- épaﬁeewihxysuhe addi ti on

2N 'sodi um hyinehexyghenvletipl ¢ Nomehylemige inshlosgpengene. 50 50

chl or ofsor m Thg‘gﬁjc Ry RRIA=Y7S. Yashed wi th water, dried and
evapor at ed under vacuum The resi due obtai ned was chronat ogr aphed h sili

-gel (chl orofor
"B_ﬂ i m@%’%&#"%ﬁﬂ%?fﬁ%l c acid. 55

A A:wr:—,w—w;, .

S 9

20

35

an I—100/1 Emdlplcwe ITB.J or fractions were evapor at ec
The hydrochl orlr[ta@d’\mg S San

M p.: 110- 115Cproduced analogousl to Example 2b by reaction of 1 - [4 - methyl - 6,7 - :
55. 40 d!medloxy -SR2HY* P ni!ﬁt 2 - yl] - 3 - chioro - propane with 3,4-methylene- 40

1- [ 4- Met hy| digx mlhbfmﬂvmmmmpmne 2-yl]-3-
g (

[N-{2-(3, 4-di. M‘J‘.‘%@g hy noj - pr opane hydrochl oride Into a
sol uti on of 3.0 % 0 4}'1)%3h| - 3- (6,7 di net hoxy - 60

1( 2H) pht hal azi none - - yl) Efmdpwonal dehyde and 2. g (11.3 mol) ' _
3.4 - 4560 1-[4-Methyl 6,7 thoxy-l(ZH thalazinone-2-y1 |-3- N—methyl-N-(Z—(3,4-- _ 45 w45
; dimethoxyphenyl)-ethyl}-amino]-propane hydrochloride : -
5.0 g (11.3 mmol) of the compound obtained according to Example 6b were
heated in a mixture of 1.38 g (30 mmol) of formic acid and 1.5 g (20 mmol) of
formalin over a period of 1 hour at 100°C, After cooling the resultant solution was £
made alkaline by the addition of 2N sodium hydroxide and then extracted with 50 E 5
chioroform. The chloroform phase was washed with water, dried and evaporated under
vacuum. The residue obtained was chromatographed on silica gel .(chloroform/
) methanol=100/1) and the major fractions were evaporated. The hydrochloride was )
. precipitated from ethereal hydrochloric acid. . '
Lo s M.p.: 110—115°C. 55 H
¥ - Example 10 _ .
P 1-[4-Methyl-6, 7-d|methoxy-l(2H)-phthalazmone-2-yl]-3-[N-{Z-(3,4-dlmethoxy- er
phenyl)-ethyl}-amino]-propane hydrochloride ,
. Into a solution of 3.0 g (11.3 mmol) of 4 - methyl - 3 - (6,7 - dimethoxy - '
60 . 1(2H) - phthalazmone - 2 - yl) - propionaldehyde and %0 g (11.3 mmol) of 3,4 - 60 g 60

40

I'..-..--)&._ LT




::,z,r,,,; e i =+ | 4 = —f L_____“Fl__ O e o ———/ EE el g

' cuum 5 yi e I ding a viscous yell ow oi I
£ Yield: 3.7 g (67% of theory). [err] value (chloroforn net hanol =4 0/4..
anple 11 1- [6 7- D met hoxy 4(3H)-qui nazol i none- 3-yl _
’ {N-\rret hyl N-{2- (3, 4- di met hoxy- L5#4,880 9

enytT=et VaiRNe [0pCho e b@irod@® which 0.3 g of palladium/ 10 a)
(6, 7-Di mﬂ%% rwd«dl waommdﬁe Ihydr@rtb!tmg T Oﬁ‘gﬁuced

|
3
#hal ogous| yd @ swae ; the abso B(3H)- -
u% i na%ol i n%%%%n r%% Bg: ot lgﬁt% "?a?\ C or mam de. Viscous .
X Perr] (@T‘Qfoﬂih ggryEt hanol =9/ 1) : 0. 85 15 : 'b) .
'=[6, 7- Di met hRy vakfe JeBordarmpmetinpl 794 84y | - 2- [N-mret hyl-- N- [ 2- ( 3,'4- di met hoxy-
P.phenyl)-ethyl)-am no] - et hanefxémrlgq pl oride Produced anal ogously to
€~

i arrpl e b b > Bkt : D NORhy 1 31B,4-dinkthbiyaz ol i none - 3 -
ilrj;m,;3 et hgy-ﬂiﬁ)]l nyﬂ-gﬁne]s-gllganﬂghimmmide{n;(? et lhy| ﬁ N - meohyl am ne

[ €n ch' or Ob@hZé@'é-Dl@@Oxy—KBH)-qmna ne-3-9i
0 Exanpl e 12 Prodpesd pnalgeons -_ Tadieey R
b T Tt il Yﬁﬁg

[N met hyl - o [yy o)gse am no] propane hydr ochl ori de
g 1-(6, 7- Dlrrethox - 4( 3H) qumaz - -3c | or o- pr opane 25
Hoduted amilloljdtl%lh?th?v-4 g%ﬁ' E’F%‘H“ &4-(3¢-djmethogy- met hoxl>§ -4 3H)
14 25 qui nazoly us Eﬁﬁi bOH0 1~ @TOPRRHNY -
;:; et hyl f or 4z - ma mo a;m.ez aﬁéﬁimﬂ e&: ex¥pherylethyD- 75 b) )
i3] 6, 7- Di el h anethy ombtazodlnone3yl) 3-[N-nmet hyl - N-(2- (3, 4-
qiiet ﬁQ)xyphenW)’ue%OPry‘P‘)s-ﬁm noJ - P9 a{ge1 hydr ochl-ori de 30 % oduced
Hal ogously t10[6§m&y-l4§np mﬁaﬁﬁﬁ b- I}l]@‘-[bi-meth)(lﬁv ?2-(3,4dlumiobpxy - 30 4(3H)
. qw nazol i none - 3 - Yghinyh-ediyl}-amin pprapa:hg;dmpmm‘zwt 3,4 - - _
dignmet hoxyph® JWXHGNHUJ D1iechlory- rob nzen§3Hﬁr valﬂe :
(hI o%fornfr:re?‘?f‘a‘ﬁé )sé:ogo aﬁtﬁ: yo °‘y (
[ 6, 7-Di ne qx w@f .Edgpy)@« dzg C3, 4- di met hoxyphenyl)

3@ ethyl) - am no - prop ane de a) - Di net hoxy

drochl or|

H) - qui nabbol- [ﬁbﬁ@e -quinezglingpad-yl}-3-1 rfé‘t(?hbxy- L _
nyl -ethyl) PR 6,1 O dinetidly € | 2 fy ¢ o
_tlon of 43Hy lmo | DX - chibfd - ropam.4 ,4-Y dioeypbénytione - 3 - yl) -
3 - chl orahyl -opalylamive frhchiorolienzeneli met hoxyphenyl - 40 - ethyl - N-. -

iyl anine i chYﬂ"er(M@ﬁée‘h“[“érP{l)vaﬁue (chl orof or m met hanol =9/ 1) : 0. 75.

- B rret hoxyr.ﬂg(ﬁbi)mtubuyueﬂ-mqumame 3yyil]t3—[3~l-[{ue3(42&n@8h04ypdimyb{ hoxyph:{snyl ) -
yl) - pro ane hyde nal.ogously. to |ixanple

y deben2 F&?’T "9;4(3*{) ﬂﬁ%’?‘l’maﬂ “benzyl &&@Mﬁﬂ ‘qui noli none -~ 3 -
1li1aney hagerh@ny L (6,7 etdipédioxy -am no)- I
,parﬂ@ | n t4tm) prqahmmzano# 3 pal)l t chidre hamp@alth(léﬁr-)dmthdxmm}-ogemo[ er r] -

_'-ue (choremkvam(m;yvhmd 9%3 oM p. 122 194[ ert]

14

b) 1-[6, 7-D1methoxy—4(3H)—qmnazohnone-3-yl]-3-[N-{2-(3 4-d1methoxyphenyl)-
ethyl}-amino]-propane hydrochloride ' :
Produced analogously to Example 6b by, debenzylanonnf 1 - (6,7 + dimethox: l; - 45
4(3H) quinazolinone - 3 - y) - 3 - [N - benzyl - {2--(3,4 - dimethoxypheay] T
" ethyl} ~ amino] - propane in the presence of palladmm/charcoal (10°/.) with hydrogeu. _ -
R; value (chloroform/methanol=9/1): 0.45. K5 _ S
Mp.: 192—194°C. : S '. . 'j- .- : S
< Example- 14 1 I

p!
1-[2-Methyl—6,7-dnmcﬂ10xy—4(3H)-qmnazohnone—3-yl]-3-[N—methyl-N-{2 -(3,4- -
dimethoxyphenyl)-ethyl} -amino] -propane h ride . .
~ A solution of 3.0 g (13.5 mmol) of 1 - [N - methyl N-§2:(34- d:methoxy---- .
S phenyl) - ethyl} - amino] -:3 - amino - propane and 3.3 g (13.0 mmol) of 2 -
" 58 methyl - 6,7 - dimethoxy - 4H - 3,1 - benzoxazine - 4-- one-in 50 mi of glacial acetic - 55
: acid was refluxed for 4 hours. The mixture thus obtained was evaporated under
vacuum and the residue was digested in 2N sodium hydroxide. The resultant mixture
was extracted with chloroform. The chloroform phase.was washed with a saturated
. sodium carbonate solution andiwith water, dried over sodium sulphate and evaporated.. :. . -
60 -~ The crude product was purified by means of chromatography (chloroform/methanol— Y. 60
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P S -
yl)- oride. A solution of 3.
EIEI_Slnm)I) of 1 - [N- rrethyl - N- {2 (3,4 - dinethoxy-- phenyl) -
ethyl) - am.no]l..-.3.- amno - propane and 3.3 g (13.0 mml) of 2 -
et hyl - 6,7 - dinethoxy - 4H - 3,1 - benzoxazine - 4- one in 50 s
glacial acetic 55 acid was refluxed for 4 hours. The m xture th sgyt
was evaporated under vacuum and the residue was digested in 2N sadi
hydr oxigde. The resul tant mixture wastsstracted with chloroform ghe
chl or\gf orm T T I um € sorution
andiwi th mé?&?igﬁ“%ﬁlg&aﬁm&%h o eﬁ,ﬂéf %@%& L Sglfg‘ﬂaethano he crude
product was pwueimmaog; ruéalnsy)of chr omat ography (chl or of or nf met hanol =
60 60 10 Mp: 215217 : 1,544, 880
10 1- [2-Menﬂy1-§9/dﬁ1)eth9£}4?é ﬁguﬁéfme- ﬁ'{E ﬁ?ﬂﬁgg;h&&her eal 3
hydrochloric acid t'o aphabnéhan hl ori de was %
precipitate M“Menay’squd}' tqléreldpk lbbmrmmnaheﬁmylaml duﬁéﬂmksd- 3.9 g (61§
Of th ry). 4 ? m pg -[N-{2-(34- dlmethoxyphenyl) ethyl} -

&9 3-% propane in lamal acetic acid. 10

nple 15 M.p.: 243—245°C. 5 5 1- P
[2 I\/bt hyl - 6, 7- di met hoxy- 4( 3H) - qumaxplalllsnone 3-yl]-3- [N-{2-(3, 4-di met hoxgy+
phenyl ) - et hyll)BaiWr% ¥Ve4 ﬂ‘e@mhmﬂel]%@ﬂmc:tbﬂ-hhm%gousl y to Exargl

14 b -aml 1° b 4
L ettt g R e oG |

.
o
3 - am no -mgybpbhe dnmlgt}amml- 3,36 tberizGxazigd -4 - one in glacml acetic acid.

10 M p: 243- 2{; g le 16.
1-[ 2- Met hyl - ‘%T tﬁé%‘?h ( 3H) - qui nazol i none- 3y|] 2-[N-methyl -N- 2- (3

di net Izmxyphgrlylz)mewny,bédmnuyoi(smtduaﬁbﬁudaudj-ﬁpbl[erh - 2-3, 4- a) 20
1- (2- Met hyl - 6,_7- dimsthptypbey amgn ¢ rreth amno et hane
f

15 Pr oduce gé\ 5}3‘31,‘ ?fo‘ h i ox d| anm ne andéﬁ%. %0
- methyl - Biohde 391g& bm‘;‘,ﬁ ﬂgsmmy; lde in glacial &

acetiQsaci d-cﬂlhfeds orobenzene for 48 hours. After coolmg the solution obtained 25
5 Yield: 53w fdﬁpred % ﬁl was evapprated to dryness under vacuum. The crude

1- (2= Vet hyl s @ﬁn%‘ﬁ 2 3, g, {shlorgfo %%%PS_L%] SN (2-(3,
20 dirrethoxwai:m aiae'ﬁsf Midleqd 3‘1?““‘}2: 72mm|)
- (2 30net hyl Yield:, Vlg(idf"rﬁtlkmxy - 4 - quinazolinone -

S oyl) - 2 - metey | BRAFOC. et hane (70mm|) of 3,4 -

di met hoxyphen I SRS SS I te and a smal |
quant.ity of pgtggig*&mn d’%%ﬁ%fﬁﬁ o]-pro m:@%@ i n chl oroben
for 485 hours. 0N gof sedivel hydgdet weee aidédto oselugint ofi Iegl (1325mmalyoff4 | t er e and t
filtrate wa apdt a dé‘ﬂ“'{%y dri{AHe s sPiiglsainong 4o dofhml m‘htlfqn’a@lde produ
was purifie sﬁﬁﬁ‘ff@ﬁ% Bre & B EA épm ?”rr? Banol =50/ 1) .
The major f fd]l ON'S BAéMoC- p,\gpap?.',ai éd@ as Sap!l ved in
acet of®. Théro drmnlmlhebng\qsmpﬂmbt sa tlia ithetlaﬂdbthmarvva@f et4®ereal B

hydrochl ori €° dd"‘“!% ith water aﬂd exteacied time %r%l :
20 s e T W@ T

| 4- Met hyl - 6103/dlom§ih r&ﬁdﬁ §&va e resxd diE&ﬂ |- N ( 2-(3,4
di met #dxy phismgetope wag reripitateg roipddrodhipddeochl or i de 35 $5.5 g 0

'sodlumhydrld % 8“1‘*5°‘&)solut|on of 3.0 g (13.0 mml) of 4 - 35
et hyl 6,7 - - 1(2H) i Ral azi none in 100 m

di et hyI for'nmasd@mm 1oo mg of 1-[4-methy @Mmﬁﬁokﬁl(zhpﬁﬁmangndwziyne resul t ant
i xt urs@ to 8013@T-F!!a!hﬂ%{hﬁﬂubwhoxwhwl)e@ﬁbmﬂ-1801@1@9 )(dw@ldmml) | -

.rrethyl - N- (2 - (3,4, g&fﬁgx;hoxyphenyl) - ethyl) -

10

_" JSCD

IS,

25

I\

30

35

Active ingredient 100.0 mg
. lactose . 50.0 mg 3
_ - . polyvinylpyrrolidone 50 mg -
55 : carboxymethylcellulose = '19.0 mg 55
: © magnesium stearate 1.0 mg g
* — . _ ' &
: . _ 175.0 mg 3
Method of preparation: :

The active ingredient and lactose were homogcneously moistened together with _
60 an aqueous solution of the polyvinylpyrrolidone and the mixture obtained was passed = 60
through a screen. After drymg, the granulate thus formed was mixed with the

ORI S ) PLEN e TN, e s



S dried over sodium sul phate and evapor at eo y er e
vacuum The resi due obtained was chromat ographed (chl orof or nf met hangl 5,
100/1) on silica gel. The major fraction was evaporated and the re |d’3€ s
di ffo ved 45 i n acetone. 'I{tge‘,ggase was preci pltat ed as itsy

h ot |,uc M p.:
) i A ey feRyant RN m“hg"ﬁti ity e & e ). Mp

110- 115
1-[ 4- met’ EQ) | met hoxy- 1(2M1ghal azi none-2-yl ] -

3- [ N- netCryted Nble@-cor8 b heb 2y , 7-itcethoRy- tbalmm hyd hl d
50[5CO rrrrgo?syll-p-dﬂ?methyl-‘ (2?3 methoxypﬁggyl Lgl}-ammo]-propanewl%dmchlond ne y rochloride

45 Active i)NGgL&QAhskore contains:  100. 0 ng | act ose 50.0 ngy
pol yvinyl pyrrlidone Active ingrefie} rrg car boysoetdy| cel | ul ose 19.0 ny

55 magnesi um st ear at edned com starch 1. 0 ng 128008y Met hod of preparati-on: The
ac{d ve ingredient “and® E&Qig hormgeﬁ'% | y noi stened togg{) her - with 60
an aqueous sol ution o g nyl pyrrollg e and the m xture obtai ned
was passed 60 through a screen. After dH‘-I—H-g— the granul ate thus forned
was mxed with the - 1, 544, 880 :
11 remai Qipd &rlg‘%gﬂqhognts and the resultant mxture was pressed into tablets
in the conveat Gked t5codRA GbIR doRalae destrived @ ExapR &I Ni ng 50 ng of

1- 1584- met Thyel cofes 7veek thedt Icm sexd -with 24ufgar (ahd [gedn carabizoaveprdifig to conventional :

2-yl ] - 3-Pebodit hyl - N- (2- (3, 4- digret hoxyphenyl ) - et hyl ) - ani noJ - propane

hydr ochl g, béiﬁoneécolmﬁ:ﬂa%%@@i ,Jgaéalleﬁ-%ea{y%?m;ssuzxﬁcﬁmmm edi ent

50 0 ng ehyl)SNcaERyI-N B,h-d:mcthoxyphenyl)—&ﬁyl}la:ﬁigolsp}bpd
ng 10 carboxynethylcellulose 7.0 ng
10 fragnesi um st ear at@?ﬁsmm 1.0 g 80 Met hod of prepar28tion: The

m xt ure was processed,;l;pgos tngﬁ tabl et ¢&o@SmeS described in Exanple A 15
The cores were then coated w th sugar a-n-d—%umarabi c according to
convent i onal 15 net hods. Exanple C Supf® ries containin 150 ng of .

1- [ 4- met xy- 1( 2H) - pht hal azi none- : i -
fm"@ﬁ&&e ﬁbt%gen( Frad! seidiel Tiieh) Gy BEIRA Yhppoliiotyyindss dTiidag] Pr opgne i

2- b1 - 3- [ N-TH
hydr ochl syspenkion) The liquid mixture was then poured mt@Wgummry moulds. _ 3
20 Active ingredient l%50 0 suppository nass 1 550.0 ng . &

1 700.0 sm r%&xh%mﬂfnngm)%?ﬁ@% £4ls-medhyl-6,7-dimethoxy- I(OH)-phalakiSonk.NOT €di €Nt vias

stirred eqi]a ezn(ssmnm&ugpﬁfnyl)mawﬁmof-mmahy&&m&pena on. The
[ i c!;w d m xt ure \g/iassust h.%rllcg)oured I nto cool ed suppository noul ds. _
PemAcuve ingredient 50g
carboxymethylcelluose 0l g

methyl p-hydroxybenzoate 005 g
propyl p-hydroxybenzoate 001 g

35 sugar 100 g 35
glycerine 50g
70% sorbitol solution 200¢g
flavouring ‘03 g
distilled water ad 100.0 ml
40 Method of preparation: 40

The benzoic acid esters as well as the glycerine and arboxymethylcellulose were
dissolved, whilst stirring, in the water heated up w 70°C. The solution thus obtained
was cooled to rocm temperature and the actve ingredient was added whilst sdrring
and homogeneously dispersed. After adding and dissolving the sugar, the sorbitol
45 solution and the flavouring the suspension was placed under vacuum for deaeration 45
whilst stirring,

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

R2 R4 l Rg
A |
AN
N—{(CHz)yy N—-CIH—(.HZ (1) .
Ry Rs Ry
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== - VIS = V=T = YRRV VI - TS
met hyl p-hydroxybenzoate 0.05 ¢ propyl p- hydr oxybenzoat e 0.01 @ 3

e ek T

Ly drocht-oride

= X/
100 m of suspension contain:
5 Al n ~

N_1_0n

!

‘sugar 10.0 g 35 gl ygerlfie). %—
'5:0 g>70% sorbitol solution 20.0 g flavouring :
“di sfihlil ed wat er ad  100. B544i88010 Method of preparatildn: .
407TNE Dehpfing iaErkdknRSinaAl e d&uldBl lmixisre IWAS pids¥d Giith NEbIANGh the .
car boxyr‘rednhgnhaml ase were di ssol ved Whl I st stirring, in the water heated
up to 70C_The sol ution hus to.roomfenperature and
‘the acti %F‘%ﬁ?ﬁ {hy; {lgp%?é? e neousg y _
.di sperse er di rgg and di ssol VI ng t he. sugar t e sorbitol 45 R
sol ution andc@betableammnmgf t he suspension was placed under vacuum for
deaeration 45 whil st p Eprdent WHAT WE (‘750% RIS 1 Conpounds of gener aI
formula I, [err] 1, mg 11 -
- enm@i ni ng I ngredi ent s cabokymbrhyldelhslast t ant mm mge was pressed-inte tablets iny ..
it he conventional mannepagnssigmrstsprateB Coat ed lQaUBets cont ai n| ng 50 ny of g -
t1-[ 4- met hyl - 6, 7- di net hoxy- 1( 2H) - pht hal azi Eﬁ
:2-yl]-3-[N-met hyl - N-(2-(3, 4-di net hoxyphengﬁ] t hyl) - am nol - pr opane
hydr ochl mem_igof{irepmuon - 1(R(:9feat ed tétq)slceéedcore contains: Active
3 e mixture Tl mn .
Is?gr eﬁl ent The cores were Ll:gpéa GT F@Gd guFth?n?I%?:saccordmg to com a SO' ubl e
Scar boxyrrenfeﬁho?cel | ul ose ' 75&,,@;3 10 magnesi un’
“gst ear at e Suppositories contdinid a‘ggng) 8 .0f) 1 Mylmddm&h«gy-é@m-mwnonf-he m xture was
- §pr ocessed®-Hi3dNmanl-NAB1(bt-dipethexyphsayDerdhyl) popeoepudipshlenide 15 The
fcorgg were then coat @gnuisibh.Sugar and gum arabic according to cgnventi onaI -
:15 net hods. Exanple C &p diedti es cont asmé mg 150 ng of
£1-[4- et hyl - 6, 7- di net hwr;os@(rYZH)ss pht hal auish®&hag
:2-yl]-3-[ N-nmet hyl - N-{2- (3, 4-di net hoxyph t hyl ) am no] - pr opane
¥hydrochl ori de 20 Oorrp03| i on: =%
20 Actlvauemracb:@ﬁﬁmn 150 0 ng suppository nass 1 550.0 g 1 % B
£70029 ny MetThe Wmu i i@ the molten s osY: RSP o iforay &di endS was S
irred i WPEsPRrel i PEUS TGS ﬂ‘BrW“’ff’a?g’ Pged Jppasiery ‘uspensi on. The.
qw d m xture was then pour edgkiiipe pool ed suppository noul ds. S
Suspension containing 50 mg/m! of 1- -[4-methyl-6,7-dimethoxy-1(2H)-phthalazinone- R i .
2-y1]-3 [N-mcthyl-N—(2-(3,4-d1methoxyphenyl)-ethyl}-ammo]-propane hydrochloride S :
100 ml of suSpemlon contain : 30 .
Active ingredient 50g
carboxymethylcelluose 0lg g
methyl p-hydroxybenzoate 005 g
propyl p—hydroxybenzoate 001 g :
sugar _ 100 g S 35 .
glycerine o 50g . . i
. 70% sorbitol solution 200¢g . _ N
flavouring 03¢g o
-  distilled water ad 1000 ml ¥
f© 40 Method of preparation: | | 40
FRE The benzoic acid esters as well as the glycenne and carboxymethylcellulose were :
dissolved, whilst stirring, in the water heated up to 70°C. The solution thus obrained =
was cooled to room temperature and the active ingredient was added whilst stirring
T and homogeneously dispersed. After adding and dissolving the sugar, the sorbitof ;-
- 48 solution and the flavouring the suspensxon was placed under vacuum for deaeratxon 45
whilst stirring, . .
WHAT WE CLAIM IS: — - o Sy
1. Compounds of general formula I, . -
R2 s ' Re L
A\ ) 3:
N—-.-(CHz)n—N—TH—CHg y (I) i—

A O O PO
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—OHSPERST gy
I-14- et nyl 6, 7-di met hoxy-1 ( 2H) - pht hal azi none
- 2Z=yt=3={Nmet hyl - N- (2- (3, 4- di net hoxyphenyl ) - et hyl ) - am no] - pr opane
@%/dr ochl oride 30 100 m of suspension contain:
Active ingredient o 5.0 g carboxynet hyl cel | uose - 0.1 g ——

) ;
D

- net hyl p-hydroybenzoate 0.05 g propyl p-hydroxybenzoate 0.01 g ;
sugar 10.0 g 250) |

i

| ycerjne ' 5.0 7Q9 rbitol solution 20.0 g 3
?Igvbuw-ﬁg %.Bgésg’..!m ad—100.0%4 40 | 1

=
Met hod of pwhsirati o
40 The benzoic “é?gtg&?‘gdég'%| Il as the glycerine and
car boxymet hyl cel | ul ose were di 8olved, whRist stirring, in the water heal ed

up to 700C The sol ution thusyaldai nggd wasccq@I ed to room tenperature andy 5
the active ingredient was added whilst stirring and honogeneously = '
di spersed. Aftwemh add'tmgnamhxdmwtm oyar ﬂk}'lsmalconwmfymbm 8l 45 q
sol uti én anél"r Say qgcht he S spenS|o wa e f%leceecslle 1deg vacuum f or
deaeration qrd,ggar M p Eﬁ ds of generl
formula I, oemijlenemox group; 544, 880
12 R, representsghbydeogen aapm,epraélylem@ eon@gining frowf 1 @oimaboa [ er 'F"]r in E
which R Lgfﬁ;ﬂf’%ﬁ'ﬁﬁ%&.@gﬁqwﬁm%:%a'cm.m@m1qoomwal ng From1 Lo

al
5 either [err!:nhahR.ciaprmts hehytihgmmreorcanaﬂoxfyfgempmmanm(fhmrlaprsesents an
n

al koxy: gr oupsa fePGW‘i"!dk"éw Y oAtaiging frem 139 3 £a3 rep esent
et hyl Bnedi 8%y's 2 or’s’mg cr represent § gne Eie ‘ﬁ’§’| o fEEERdYy F’8‘ffp presen ‘%

a hydrogen a:xpmd aaamaigsu;mgedpup containing froml to 3 car bon 10 ~at
or a benzyl gr @u@ompounds as claxmed m clanm 1 wherein R, represents a hydrogen atom or a

10 [er reto terrerefeéi.;,tplgl1 xox ore ne§thdFu FK wntt,?o %Pi?flng %Oroml
3 carb atgfn or apmcthyl or J}'g ‘ ﬁsﬁﬂ th“hydr en at iy
or an aI K OX Yeepiiésénitsn lﬁyﬂﬁgealat‘bhﬂg afxﬂeﬂm g ﬁéﬂiox?.gdu;[ a@rr] represep
an al koxy- grieiaed & rrogstheri ﬂtomnilhﬂ@e@xaar ls@ et&dmrssmt% or [err]
t oget her repreéeﬁ?‘“‘é’“’ﬁ’é h PR B 83{‘9 on’ °é°f‘h9|’€ﬂﬁ‘§ﬁﬂ%§(§'°tﬁ Bflfﬁm"éfnd 15 n f
2 or

20 and CI d addition salts thereof_éz _Conmpounds as clainmed in cl gt
V\/nerelﬁ R, represents a hydrogen atom or a nethyl - | sopropyl

ei t her. [ err ]in ehich R; aqpresperd ydegeratdno xya gredyl granp; amer R, andtRicpadh her represe

a met hyl ene ‘sd'rm%‘!ﬂ'r g ey es dro en 20
at'om o)r/ Jk‘ﬂ; ﬁT{;ﬁ%ﬁggﬁ% et;,g&%‘é’fi‘gﬁ' @é at o?n and

"!?(““,‘-‘T"F o

15

S
«‘m __,,“{‘J AR

20

25

ei t her 39 er r |a KydRpeASHRHM Sr @ mié Pbsitidn [6F tHa doryd [ esg |
" fepresent s aepagstntrcaape eeirm thmmemnykwfwsiemdbtm@hyl enedi oxy

et hyl enedi 0>5§" %meb E%- oxvy%;g; "E%al n cl ahmyﬁ \ane&el n A

represents %&H’ypum QT{Z xyphenyl) - ethyl} - ammo] - propane and acid
[err] 35 addition salts thereof. 25 in which [err] repsesent

1 form of physio-
hydrogen at gm aﬁymmmmd ﬁgo‘f an:epft'heprefeéipz]:mneacﬁe orm of physio

6. Compou ndsasclaxmedmclaxml otherthanthoseclmmedmclaxm4, _
hereir specxﬁcally disclosed in any of Examphs 1,3 t0 8 and 10 w 16,
40 7. A process for the preparation of compounds of general formula I as defined in 40

claim 1 which comprises reacting a compound of formula II,
. R, :

30

35
A : _
_\N'—-(CHz),., —z ()

o . -

' '(wherem A, R,, R; and n are as defined in claim 1 and Z rcpresents a leaving
group) with a compound of formula III,

45

i v

Ra . Ke

45 S H—L—TH—CHZ——CX (1) 45

Rs hy

1

b it ok

50

'( herein R,, ,R.. '
R B o et [T n ||||
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¥

e A e YO

Tt enedi oxy or et hyl enedi oxy group; [err] represents a hydrogen atom or
: mettiyt—group; and either [err] represents 30 a hydrogen atom or a

; Xy group in the 3-position of the phenyl ring anr
®presents a nmethoxy group in the 4-position of the phenyl ring, or ei,*[r
bget her represent a net hyl enedi oxy or ethyl enedi oxy group. 4. 1 - [{4--
@ethyl - 6,7 - dinmethoxy - 1(2H) - phthalazinone - 2 - yl] - 3 - [N -
w;’i Nee (2 o (3 4 - dingpt hnxgﬁR‘HﬁOI) -_ethyl) - anmino]l - pré&hane and.
ri 5 ackdiAt proggsssaa [claigned fireclgmf7. wherein, in the compound of formula II, Z '
5 5. Conpo(@i?fﬁf%“‘&%‘b&"a?’ feogine §r igdige asdm ortro albylaipbetiylory arlamyisuiphonyl- t he f or m of

>

9 6. Conpadmsprascadiakdmat. i n claiml, _
b B POEr Srabiheomi o oo goner i L
b7 MUK |1 mpirs o o 4t et o' OSARRA! BRI gy 0, ST
BT e R T e e s g

| Sa3 W prodls in_dny of ic ‘leE'Jhmmmemrfm%'

-mlsl) . eff 4%, 880

14. A provcs 25 (AmE i Ao D1 whrein shecuks bl ftnClodpiies’ WhaBCI N, |
) . A process as ¢ in a3z ifl She b g lagtnC Qseln, In
e ;Conpourﬁdtﬁgghbﬁeﬁ?’nﬂl #lkafi| metgt hydsoxide; cant alkali rodtdl arbenste dyromeniey or i odi ne at oml
5 .an al kyl suljghgiyl-axy¥s Q% I o JOXV. drQUD. 9. A Drocess as

el 11 i oo il Bl By Wi Rl s gl s
EEe. P

0

e . F%sengﬁe&gﬁ- @_pc%sqmn@medj 1;ufllany claims 7 to 15 wherein the reaction is effected 20 :
52410. | A pr T"‘F{%&l}“i‘ CEM%i m 9 wherein fhe solvent conprises ether,
it a hydr@&%mi@s%ﬁsy %?n'na?egg Wi 1 rencsien Asrricraor QmREEhy | sul phoxi de,
-or gbenzene 16r A Ipex@e foe the Ipkeparitidalof GSpBurdB ofs feBérilB6mul 130 Mefdba Cl @i M8 7 to0' 10
ier ePh t heln i 1] Wrich compfisee pptic 3 Gompotund efvfoemad IN,es of from -50 20 2500C.

2, A process as clained in agy of clains 7 to 10 wherein the reaction is
¢ffected at the boiling point Q reaction mxture. 13. A process as
¢¥aimed in any of claims 7 to eNetrrH tti reaction is effected in the

i'm 13 wherein the acid-binding ent conprises 15 an al cohol ate, an
cali metal hydroxide, an alkali netal carbonate or a tertiary organic

. 15, Avberein s R. aad Ry ax¢ pacdefined in claimd) with pisempoind of fiesmule iVel- bi ndi ng agent
ri.ses potassium carbonate, triethylamne or pyridine. 20 : 16. -
rocess as claimed in any of c{fainms 7 to 15 wheggin the reactionis = -
‘ected 20 in the presengR—ofi- c.t_L@,% erghor. 17. A process as-,
traimed in claim 16 wherein the readtion acc tor conprises potassium

|3

if"'defi ned 25 - in claim 1 which conprises reacting a conpound of . .
rnuédal v, (¥ e Ro Rs) Re, R; and n are as defipeqivin plgimy §) and . opteeents jarleaying [ er rJL are as’
finéd in %rf) gﬂrh]ﬂmo% B@dﬁu&%ﬂiﬂﬁﬁﬂax&%’ﬂfé &myound of formula V, Z :

is as defined in claim 8. - .
. 20. A process as claimed in claim 18 or claim 19 wherein the reaction is effected
in th; lpre;cnce -of a solvent. '
.35 . process as claimed in claim 20 wherein the solvent comprises acetoni :
: dimethylformamide, dimethylsulphoxide or chlorobenzene, : P e 3
22. A process as claimed in any of claims 18 to 21 wherein the reaction is effected
at temperatures of from 0 to 150°C. ' :
23, A process as claimed in any of claims 18 to 21 wherein the reaction is effected
40 at the boiling point of the reaction mixture. : 40

24, A process as claimed in any of claims 18 to 23 wherein the reaction is

effected in the presence of an acid-binding agent.

25. A process as climed in claim 24 wherein the acid-binding agent comprises : i
an alcoholate, an alkali metal hydroxide, an alkali metal carbonate, an alkali metal '
45 - amide or a tertiary organic base, . 45 -

: ' 26. A process as claimed in claim 25 wherein the acid-binding agent comprises
potassium carbonate, triethylamine or pyridine. o
27. A process as claimed in any of claims 18 to 26 wherein the reaction is
effected in the presence of a reaction accelerator.

e T 5 ,I REn S e

50 28. A process as claimed in claim 27 wherein the reaction accelerator comprises 50
. potassium iodide. :

4YSIO | ogl g. &pr@&mtclamea 1@‘%13& ?‘qpkﬁdgﬁﬂg?éﬁjg‘?\ ﬁtg)gés gfegledrred i 3 claima4, -

pr-esence of an aci d- bi ndi ng . J15 14. A process as clainmed in

iidi de. 18. A process for the prepamrati on of conmp®unds of general fornula I.-
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n are as defined in claiml and Z represents a

group) .
ﬁ:ﬁ:ﬁt@tess as clainmed in claim18 wherein, in the conpound of fornula
—V;—Z—+sas defimed—in ctarm8. 20. A process-as clainmed in claiml18-g —
'-\Ql'aimlg wherein the reaction is effected in the presence of a sg it . §
©21. A process as clainmed in claim20 wherein the solvent conpri s i
35 di net hyl f or mami de, di et hyl sul phoxi de. or chl orobenzene 22. A'¥® ess H
claimel _in any.of clainms 18 to 21L,i#h8%0ei n t he reaction is effectled at
‘tenperatures 98 A pRidof fe fioh bf empoldPSGERAP foRfuleT & dRskai N any of &
claivws 18 ﬁxﬁcla?ﬂl\ugkhmmpnie ia%mmﬁ&faﬁ:ﬁb&led 40 at the boilindgd
point of the reaction m xture. - 40 34
‘Aprocess as cained in any cLai ms 18 to 23 wherein the reaction is: 3
effected in.the presence M@E)ﬂdl ng.ca.ge(m,ZS A process as cl ai igd
in claim?24 wherein the ac IMNdi ng agent conprises an an al i I
netal hydroxide, an al karRs net Al carbonate, an alkali netal 45 ani d4
‘or a tertiary organi c base. '
45 26 A privkeesirs Ag R.,R.cand B are nas défacdnnzammheroelam ateh dReb] with ndi ng agent |z
conpr i’ses oI ity JHatsedefipad; int daim ohvim he aresgnge jofjjcpalyically. A p? ocess: as
~clai med in &Yy 35 cilified G aﬁmv%e&ﬁm, w%e&@oﬁc%ee%ea%nﬁfect ed in thg
presence Ofpresentecd Bijdragén ang athadiin ichircoal> 0 rocess as cl ai ngg
in cI i m 27 V\,ﬁ rélmawqbamﬂlloncmwl erdﬂnr.?»ocwhwpain ﬂ&s:eaoﬁ& pot assi um
IOdI 32 A a;ohg;cslsrogen pressure of abou:)fs agnosphegres 1, 544, 880 10
eﬁmmm‘;p ]ZQ A ﬁas“joﬁhlwb‘?‘g‘bé'? AR PP Bt corrpounds 0
gener al for rruBaNpmdeﬂnmeﬁmaﬁyotcmm zd/dzm eifi CH¥éa iR Ss oifecRdl | Ng A corrp d
‘of forrrula"WmF es;’é [” and n are as defined in claim ®}g -
or ar acetq‘l1 (g, m5‘:1“m 33 E?S%B‘ﬁﬁ‘ﬁc‘l?? isrefecied|ag teppera-as  ddPi ned |
.claim 7 int ﬁmbmetmfpregﬁ&tﬁhm bdaipbunlfs of general Por@@} it Y@kdaRaNy dr ogen. 3
process as iwtlsmidiich compirises reaisg avvapaindofifbrenla®dalt i on 1s effected in the §
presence of hydrogen and_palladi um charcoal. 31. A process as claimed i
claim 29 or claim 30 rein,the reaction jRs 10 effected with a }§
‘hydrogen pressure of abou 2f 88,y 10
32. A process as clained i of clai ns toxﬁ wherein the reaction
5 effected in the presemise of t hanol , etharfbl or dioxan as solvent. 3
process as clainmed in any of clains 29 to 32 wherein the reaction is
£ffected at(vheapar R, R,CR, @ of i) dfidedinldith @Y with d Sompound of formul#t. A 297 OCESS
clainmed in ¥&ki m 33 wherein the reaction i$ effected at tenpera- 15 tar
of from20 to 80[err] 35. A process for thg preparation of conpounds of
'general formula | as defj ned I n clai I th corrprl ses reacting a conpd

of fornula VII, [err]. 200 gTvﬁ‘i'érm [efd@and n are as defined in
clalml)wlthacorrpound of Re or mul a ZOWHI 15 R6 .
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15

20

(wherein R;, R, and R; are as defined in claim 1 and Z represents a leaving group)
36. A process as claimed in claim 35 wherem, in the compound of formula VIII,
25 Z is as defined in claim 8. 25
37. A process as claimed in claim 35 or clim 36 wherein the reaction is effected
in the presence of a solvent,
. 38. A s as claimed in claim 37 wherem the solvent comprises acetone,
methylene cElonde, dimethylformamide, dimethylsulphoxide or chlorobenzene. :
30 39. A process as claimed in any of claims 35 to 38 wherein the reaction is 30
effected at temperatures of from 0 to 150°C. . -
_ 40Aprmsasclmmcdmanyofchxmsssto38wheremthereacuonxs-
effected at the boiling point of the reaction mixture.
41. A process as claimed in any of claims 35 to 40 wherein the reaction is effected
35 in the presence of an acid-binding agent. 35
! 42. A process as claimed in claim 41 wherein the acid-binding agent oompnses o
K - an alcoholate, an alkali metal hydroxide, an alkali metal carbonate or a tertiary orgamc
‘ : base.
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_ 43. A process as claimed in claim 42 wherein the acid-binding agent compnses
40 potassium carbonate, triethylamine or pyridine. 40
44, A process as claimed in any of claims 35 to 43 wherein the reaction is
effected in the presence of a reaction-accelerator.
45. A process as claimed in claim 44 wherem the reaction accelerator comprises
potassium fodide.
- 46. A process for the preparation of compounds of general formula:

* € L M 5 %




] 25 ZIs as defined in_claim§g
5 37 —A-preecess—as—elaimedin—elai-m 35 or claim36 wherein the reaction is
L s aco me Mg o rrvent. o, A DL ot o
~claimed in claim 37 wherein the solvent conprises acetone, nethyl g
chloride, dinethylformam de, dinethyl sul phoxi de or chl arobenzene.
-:39. A process as clainmed in any of clainms 35 to 38 wherein the reac

30 effected at tenperatures of fh¥fB8 to 1500C 30 40 A procedd as.cl ai ned

in ANy of clalns 3%t0 38 anrei n ;‘pe reaction ig effected at the boiling

ipoi nt of the reactio LRge! 41, AA process Paimed in any of clains..35

to 40 wherein the re onn-lscpf fent-ech-36H, in the presence of an ’
ci d-bi ndi ng agent . process as Flai med | ai m 41 wherein the

ici-d- bi ndi ng agent 3orrpr' es 35 an al Bohol ate, an’al kali netal hydroxi de,

an-al kal'i metal carbonate or a tertiary organic base. 43. A process as’

cl ai med i (wheteli Ry R2 RotRay Bi, RotRaandio ag-abdefidédrig claigehiwhich spmarisess 40 40 _
pot assi umreaeting 8 empeundrof fogpy 1Xani ne or pyridine. 44. A process as claimed in
any of clainms 35 to 43 wherein the geaction is - : 40
effected in the presence of aZkeactfl on-accel erator. 45. A process as )
claimed -in claim44 wherein th acyi on ‘Gcel erator  conprises potassium
j odi de. 46. A process for the gttt of conpounds of general formula:
B.:544,880 - R3 . 15 R2 [err] (wherein [err]
Bnd.n are defined in clai md ' i | , conpgund of
A AR ¥ R R S e L A
onpound of formula X 5 [err] (wherein [err] and n are as defined in
@laim1l). 47. A process as claiffed in claim 46 rein the reaction is
gffected in the presence Cﬂf)_g__g I og@ss as clained in claimd47
pherei n the sol ventHzgorrprl%’és benzgne, to n, an aliphatic carboxylic
Rcid containing froml to 3 carbonmtons or di mefhyl - formanide. 49. A. .
Process as clained in claim48 wherein the solvent conprises acetic acid.
50. A pr ogeNeseirR,, R), Ri, Reshdinnreangefind icdémms 46 to 49 wherein the reaction_is.
Efflected i n #heA preseseps claiged imclajei 46 wheeein theyrerction is effected in the

- 2 salvepy . . T
el Sl g Lo LB il e BT 06 S,

y of cl domemid& to 50 wherein the reaction is effected_at the boiling

pr nts ashydrgees at h ey of diims 96 30 (@ wheinl thé ireagtioa iconpound of - .
rmul a | efiectedaf iempaiavires of frem f © 1§17€6r ei n- R4 represents a_benzyl group. 54.
process ashef%o%im. st?fmeéthemim imog migtfme%@rﬁ tp SO whrasiny e sepquighiselected t oct ed by
i Tt n . o
t aE@/ tic® §3L A grgcogs for the preparation of compounds of general fprmula I as defined 20
e in claim. 1 wherein R, represents a hydrogen atom which comprises debenzylating a
compound of formula 1 as defined in claim 1 wherein R, represents 2 benzyl group.
54. A process as claimed in claim 53 wherein debenzylation is effected by catalytic
' hydrogenation. . . L . .
25 55. A process as c:lamdc'f palladl:l claxm/cha rﬁal. wherein debenzylation is effected with - 25
' hydrogen in the presence of | um, . .
56. A procgss as claimed in claim 54 or claim 55 wherein the hydrogen is at 2
ure of from 1 to 7 atmospheres, o
N pres#?%Aprocwsasdai&?inanyofclaimsﬁ_to%whctei_nthcdebenzylanon1s.
- 30 - effected in the presence of a solvent. L . _ 30
' 58, A process as claimed in claim 57 wherein the solvent comprises ethanol or
thyl acetate. - : L
c YS?A process. as claimed in any of gﬁms 53 to 58 wherein the debenzylation is
o ffected at temperatures of from 25 to 75° _ ' o
35 © 60.aA pro%eus for the preparation of compounds of general formula I as defined 35

i

o

paptomaarsvaryeame s

which comprises alkylating a compound of formula I as defined in claim 1 wherein
by 'S:,&Z‘s";’f‘é‘m‘;';'& in claim 60 wherein alkylation is effected by means of
“ ap&r?&ﬁ;ml::hd ;h?;:dd?;kyc}asimu‘whenin alkylation is effected by means of
'ma%?%ﬁafmdg e iimned Tn any of claims 60.to 62 wherein the alkylation is
effected in the presence of acetone, dimethylformamide or dioxan as solvent, .
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Boi-nt of t he 4P.chErocwsn ayslaimed; ip claipy48 wherein m‘%’ﬂ.‘: ' :g% the preparation &
-_’--.'cggpoun_ig' sé T i b m’f%@mé%” 8% ﬁ%%&lﬁm whergin R - - %
o .

in claim 1 wherein R, represents an alkyl group containing from 1 to 3 carbon atoms _ PR
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fiﬁﬁﬁﬁgéhaﬁ#eha+buau- 56—Aprocess as—trfnﬁﬁa}—rﬁ—t+arn154 or claimb55
.Jtherein the hydrogen is at a pressure of from1l to 7 atnmospheres. 57. A
“zgkm%@s—as-clarned I n .any.of clains 53 to 56 .wherein.the debenzylation is
30 effected in the presence of asolvent. £
30 58. A process as clainmed in claimb57 wherein. the solvent conprré&é
et hanol or ethyl acetate. 59. A process as claied in any of claimb3 b
wher eiqg t he debenyladon S effect@g¢@kotenperatures of fron125 t;g 750[ er

35 N A ProCces. 1 or Lne T OTOf T ;, of —germral e
fornula | a? %&#@‘réﬁ’ eV?‘f“‘"ré’El‘& P an al kyl gr ¢
containing Trog R 2 Al x@hﬂ,rra Adivh<Céo fboap&he&exslhalaikylhahrmg a conpounds
of fornula bﬁeasdde&npemdremifminaquEtherer n [er;grepresents a hydrogen

atom 81. A gﬁs’gw&sa&gmwlm 6;% FH PEDrH9R ‘F°H'P%H“F¥§f & is effected

by means of f e of 4 mix %ul phat e.

40 62. A process Aaﬁoa&sads 2k Qikfamdh ky tmtkdR ke ef fected b
nreans of anba%s aleeeaaiOkyﬁxtumdr de or brom de. 63 A process as clai megs
L ai

in any%of ¢ pds ben *é&ﬁ"é‘ﬁ in1®he
presence of m rpamrfr “PQ‘F& ;(33& > z 16
1,544,880 . 69 Aprocessasdmmedmclarm 68 wherein benzylation isldfF n&EﬂQ)ESS as ci ai
in anﬁéof chbﬂn?;mto 63, wherein the alk I%tron i s effeﬁteﬁ%rn t]?e
presende of ?le m 60180 64
herein the" BTy ﬁ' %@gﬁﬁiﬂwm@%ﬁ et o soperr] b
66. A pr ocesf&ctasm ofrabusbar m 60 for the preparation of conmpounds of %-'

generg @cgﬂl\apm%mér‘g ﬁﬁ FB'§’ér§M° &1 trhereigy the reepylstiopier e n ,
al kyl at'i on E% % HhEcod and<formc
acid. 67. m&ﬁ%g%;ﬁm ula T ﬁgéy%% m‘ﬁ éit:%ll? fﬁgmfrﬁa%tlon is |
ef fect ed at atotmpoundofformulalasdeﬁnedmdalmlw(tlsmbmphpmyegdrnt of the reactionj:
mi xt ur ? pho " claj feeinibe gids drireshloli pounds of 3
Gener 5 1 or RS T’d%"ﬁef“ Y “'ﬁqoa &%In e Tof G PloRnde®Y filachoBr esédts a |
benzyl groum kﬂhmchaﬁd)mitlpm \ebt blgaad@auﬁonmumﬂbﬁmd‘l@raeul al as
~ defined in bérein descaribpdher ei ) rerese% hydr og n atom 69. A procek

as cI med in _ 27 P , ggl g‘d@"é‘% a ben
hal i b 15 kmlﬁ;im ARl Sclal e cl al m'% cl a

; vvherel n the be'!vzyloapouods dfgeneral ﬁsmﬂiﬁend dﬂzrrphyddugwﬂyemdﬂe@ﬂtsacetone .
di met hy| f or WheeE 'ﬂ?mé %’mﬂ /% ess as. cI |n'ed in any Bt

¢l ai 68 t Qhonvel Diehatalt ﬁﬁ Pesence of af
basem%?Z A mﬁ&uﬁ!clul Epstitions aﬁ.ynay ejla;hmsm 3’ ei ngg L 10
penzyl at i oncompo®@ of formulaf scdeéuj:dao c eratn!wwsmﬂlyfqommﬂctagdSO[ err]

20 73. A pra@égg bfhemé“ l{’g“"w A é?‘f "%8 ati bl e acid
addi t s8N Salpiedn c')'f°dgenera ot i & 1’ a Tn cl giml
whi ch corrprla;gﬁl rce,a:paisi duruhmmfﬁm u;s:ln the f&e.fﬁfrﬁic\ehts,n cI ai rr? 1
@an appropri o ajm 6 erein the acf
conprises hyg 62?%25‘?‘?5'6“’“5 m’“ ﬁﬂo%fr;ﬁf?’l ?Grﬁ)drd#ﬁ%ﬁre 9S4 phur i c, &
Facti g tartarsa;carhpdmb Ia€ clifbkdlin claim 82 wherein each doddpe Gt cofvai®§ RERSS f9r the i o

prepar at i on 59 fo 25@np of active ingfediere .neral forrrul a_|l as defined in claim 1 and{g
t hei-r physi ol o% mﬁmm am'r"{ 7o $3| wherein, e taghiyei al | y as :

her ein descr® -Pharmaceutical compositions as clmmed in claim 79 substantially as herein | S

g 50 described. o . |8 25
86. Pharmaceutical compositions subsmnually as herein d&cnbed in any of : N3

Examples A to D.
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76. A process for the preparation of conpounds of general fornula | as

defi ned 30 inclaim 1 and their physiologically conpatible acid
addition salts substantially as 30 f herein described
in any of Exanples 1 to 17. 77. Conpounds of general formula | and their
physi ol ogi cal | y conpati bl’e 'salts whenever prepared by a process as clai ned
inany of clainms 7 to 76. 78. Conpounds of general formula | and their
physi ol ogi cally conpatible salts 35 whenever prepared by a process as
claimed in any of clainms 7 to 67, 73, 74 and 76. 35 to to
79. Pharmaceutical conpositions conprising, as active ingredient, at |east
one conpound of formula | as defined in claim1l or a physiologically
conpatible acid addition salt thereof in associati'on with a pharnmaceuti cal
carrier or excipient 80. Conpositions as clained-in claim79 in. a form

suitable for oral, rectal or 40 parenteral adm nistration.
40 15 81. Conpositions as clainmed in claim79 or claim80
in the formof tablets, 40 coated tabl ets, powders, suspensions, p
suppositories and solutlons . 82.
Conpositions as clained in any of clains 79 to 81 in the form of dosage
units. 45 83. Conpositions as clained in claim82 wherein.each .
dosage unit contains from 45 20 50 to 250 ng of active _.
i ngredi ent. Lo o g :
s claimed in any of clainms 79 to 83 wherein the'actﬁ&

cql ound as cldiwred in claimé4.
e 00np S|t|on§~as claimed in claim79 substantially as
‘descri bed.

50 86. Pharmaceutical conpositions substantlgﬁiy_agpﬁéreln described in any
of - (WI Exanpl STEAIRIGAION Mo. 1,e1,88pp! i cant's, FRANK
B. DEHN & CO , Page 1, Heading (54

us Chartered Patent Agents, , read AMINOALRYS AMINOARYL

30 I nperial House, -~ THE PATENT OFFICB

th 15-19, Kingsway, London, WC. 2 23rd August, 1982

pr Printed for Her Majesty's Stationery Ofice, by the Courier Press,

Leam ngton Spa, 1979 35 3C Published by The Patent Ofice, 25
Sout hanpt on Bui | di ngs, London, WC2A | AY from whi ch copi es may be obt ai ned.
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