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_car bogs at Ol einWsleiisth gt oup vvrth 1 ,'
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_represent %.1 g% "haginmesorestswmmm ds diec Goblundba NEMdE Sind
1=y

| oru i 4 g yating m
S s s B 0%@%;[;{’ ;?m@ e

repr esest srrbhar-ghemp.

ni t rogen aulvmuiedembmmo-wr I-Gat inﬂ%l-grﬂ B Hfigruppe g
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e Man ruhrt 19 g 4~Chloracetyl-9 10-dihydro-4l+thieno [34-b] [1 51 benzodlazepm-w-on. 37 g
S Plpendm und 15 mi Dioxan 1 Stunde bei 80 °C, engt im Vakuum ein und kristallisiert den Riickstand aus - s
R lsopropanol/Wasser um. Man erhélt 20 9 910-D|hydro-4-(prper|din-1-yl-acetylHH-thieno [3.4-b] [1 5]
.60 benzodlazepm-to-on -
BT Analo’erhaltman-"' L RE o S T oo
910-Dthydro-3-methyl-4-(p|perazm-1-yl-acetyIHH-thIeno [3,4-b] [1 5] benzodiazepm-w-on (F 225-
o 228 °C, Z.) durch Umsetzung von 4-Chloracetyl-9 1o-dihydro-3-methyl-4H'-thlqno [3.4-b] [1 5] benzodiaze- S
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) N-Eromeucaintig v?rer : .9, 10-Tetrahydro-3-me_thyl-_4ﬂfthieno-.[3.4-b'] 0 ,S]'-,'benzdd'fa'zepin-w-dn Z::! _g-g_n S
- 65 Qegossen Der Nied 250 m Dimethyiformamid geldst." Nach einer Stunde wird auf 2 | Wasse v
erschla' wird a bgesaugt mit hetaem To!uol gelost und mtt Tonsul' geklért. B’ein: e

an Zugetropft. Man
Natrlumbicarbonatldsung aus, wascht




._.dl. hydro 1, 3-di et hyl - 4H—th| ‘eno[ 3,4<b][ 1, 5] benzodr aze-- pr n; ‘10_._ newr
oli di-ne. . 15 - Exanple- 7 . o
(D met hyt ani-noacet yl.) - 9, 10 d| hydro-GOBBtm 44

hi-eéno[ 3, 4- zod| 3-chil or

¢ by .-noé%zéﬁg'ggu&fﬁﬁﬂ z;;, P b fererérbhit rf«%rfs wrmmmmn—rm

nd.4- (drrreth agqmgpgg ) - 9 10-di - .

hydro-1, 3- di menopinydkbimsthpRmiBiedt [B46), ﬁkhmwwﬂ& eqo-omwreq @lawm}ﬁ_

-anal:ogoust ysiefx ekl ¢1,51 bb Odieaplh-ﬂo-nn (i 195-196 °C) durch Detiydrierung von 1,3,9,10-Tetrahydro-

_ 4_7-' ChI Or 0 ac e gth ’i’U“Qﬂ'P M, @"0{ 339,m:'[g}rfnyd@11,3-d|methyl-4H-thieno [3,_
l-é;{: Iand am

: ndene Wasser
acet yl 91010.6& eﬂ‘ﬁ lrr rt dn érngfﬂan erhélt139?:TeTr2hsd'r:: SRR
‘benzodi azepne\hyl:e}-l amwm-m [dS]rbyhiuﬁlaumnne-onERaeqaise°<8(l&pg:pa~for) . NI
9,10~ di hydr.o- 80aieg erbéit mea: t hi: eno 1 Slbenzodi azepi n-10- one and 5 6'

:-frd of -~chi oroa#‘%‘gs}g}rs 'Ghy%%’i ﬂg E El[ 8k & 5@%‘[@@‘9&5&: ‘If_e&a g

Creftux ipt )}

. The sol. uﬁ é’&ﬁ?ﬁﬁi‘eﬁm tr@mﬁ‘ ' @g s "E"’a’ﬁgh ‘ftsgr‘}‘%
t ol uene, the aisxﬁalghedenssmmdtedemmbensoidlnbmnhhﬁﬁd laanarmguagugaﬁ.am v@%a&ﬁbﬁ‘ﬁ:
‘Wi th" water Asngimitietn: 35 t'ol uene sol ution i.s dried over sodiumsulfate. . -
:_Ooncentr - tion ‘gives 4- chI oroacetyl 9, 10- di- hydro 3- rret hyI 4H—th_| e_no-
{3, 4-b] [T, 5] benzodi azepi n-10-one, mp. Baﬁpr{aleusr] B TP,

:3- ¢h| or o- a- ‘chl or.oacet.yl - 9,10-di hydro-4Hthieno-... - - .
[3, 4- b] [ 1;:5] btercee abizstani - mit]1&inem aVirkstolfehaltl dor 8 mig &Edarﬂ-aus foréhneae s’é&&amu&l

-€hl or oacetyﬁfswelk)—dl h}/dro 1, 3- dr et ‘hyL- 4H-t hi: eno[3 4-b] -

11, 5] berPogj, 72 Methyl _Err Jacetyji-aH- aj B lé‘rﬁillv

reaction o ry 1:4: und 40 g Natrliumi :.urylsu at werden =
- [3, 4- b] [ 1, CLNRRZ£1008)2RRi2) mi OIS &rau tJnCﬂ 'stvcﬁ" pooar e R e %M'ftésMr:',;' |
- met hyI - 4H- ghinaiRa| Das!-Cigrjufat 5}1&@66&0@? Fewgtiiet Widd OniE 166 tgh Pagllﬁomas Ofalkl urid 20 g - .-
chlori dee mghest@ardtmemlwht Bllese MishagCelrd) zu, (Tabieaneh che208r reg. addedmdroo&hmwwe S
to a suspeMypPE#t of 18.8-g.of 9, 10-di hydr o- 4Ht hi-eno-.10 = .. S
13,4-b] [:1, 5] benzodi. azepi.n- 10- one .in 500 ni_-of di oxane at- roomterrperature
a chear sol ution being forned. The sola&ispt!mcs left to stand for 3 hours.
and is: g@ncentrated to dryness the residue is taken up-in’tdl uene, “‘the . ...
M x- ture’is menoe&mm mmmmmmmnm aoohxgtmaanam tdrgaﬂdelsSBéMdh&emt er:
and:t he. tohﬂm"b Iu i on. i's. dried over sodium sul fate. Concentration gives.’

o o 312308 p R (Ve S S e W ﬁfﬁ::fm.?:”‘,"f’”’_’s - _"ffi

-~ 4- Chl oroacetyl - 9,10- dr hydro 1- et hyl - 4H—th| eno- .20

.+[3,4-b] [ 1, 5] benzodi azepi n- 10- one -and . Pe¥RbHoacet yI - 9, 10-. RN
‘. di hydr 0-3-met hyl.- 4Ht hi eno{-3, 4-b] [ 1, 5] benzodi azepi n- 10~ one mp. ¥ '
156-[err], ..'ear1 0 008 : Kapsply nahaqnggow ffg%halp éraetqoolng Oyerden aus' folgendan Bestandtellen

T messnod o

o - c¢hl oroacet:)elkapablhobgwba Exanpl.e- of " chl oroacetyl: chI or| de an %
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30 i of Lt e Yt ) . f%?%zepﬁh ‘ﬁt?"r‘?l‘% njg10-
cont i nued. ours P PR Fr gt 51"7 o 3 RAeP0-1Pop, JPragndet o £

'flltrate IS concentrat ed, to dryness ‘the residue is chromat ogr aphed.- over .a- .- %
+ silica gel colum by. means of .a m xt’ whmﬁorqgstrol eumm et her/ et hyl--acetate R

(1 1) and- the 35 product 1S recrystal | i zed fromtolLiiene to give 2.0 g of - 4

mgkqiogischy mmlsam“}!@p#mﬂlmone}_ o

g's ;2' glrlo ﬁ?{gﬁ“ﬁm? s‘%ﬂ@"ﬁ? ﬁnﬁiﬂ ;:eu; ySfiay-Ratte flachweisen. Hisrbsi erweisen sich

: e _produkt ‘Carbenoxolon (1) in der Magen- -
60 schutzwirkung und der therapeutischen Breite eindeutig Gberlegen, wie sich beispielswelse am Vergleich.
von (1) und 910-Dlhydro-4-[(4-methyl-p|perazin-1-yl)aoelylHH—thleno [3.4-b] [1,5] benzodiazepin-10-on
(2). "3-Chlor-9,10-dihydro-4-{(4-methylpiperazin-1-yl)acetyl}-4H-thieno :[3,4-b] {1.5] benzodiazepin-10-on . T
(3), 910-Dihydro-3-methyl-4—[(4-methylpiperaz!u-‘l-yl)aoulylHH-thieno {3.4-b] {1.5] benzodiazepin-10-on = . - :
" {4) und "9,10-Dihydro-1 3-dImathyl-4-{(4-methylpiperazin-t-yl)acetylHH—thIeno [3.4~b] [1 5] benzodiaze—-
.85 . pln-1o-on (5) zelgen jast. ] , , _
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in 300.m. of nethylene chloride at' 20Renethe m xture is Left to stand-at

roomtenperature for 12 hours and is then: extract ed wth sodium-bi car be
sol utro,n and washed with water. The ..... (sl C%M phase is dried and .

conceny’ fated. The r éAntiufoerogege WH&@Qt‘@dJP’}‘B‘ﬁhm nw@dtn;qprvow i ttl e --.,':
met hanol. 7 g of 3-chLoro-4-chloro- - . :
acetyl-9,10-di hydro-4ktthienol3.4-b][1, 5J benzodr azepin-_10-one, m p"

214-[err] . {ace aBdn¥dkréreond? fL. 00 g
(4- met hyLpi per & ok HZ,,ﬁ,u,@er cent stre
| f o

sodi uf@ hydri de (inp AT de ik war’me
50-80C until t}| - 1.35
9, 10-di hydr o- 44t hi etto 3 4 b[l 5] benzodr 2 dtot
sodi um 20 saLt]fdrned 2%m t he Jaci @ 78nd 0.-99 ' 948% pur’e phos orus
oxychkoride isjadded driépwi se at [ers§ in tHe c®urdge of 3EO m nutfes. The
m xture is stifrad at [esr] fof 4 Beurs, at }eerd flor 4zlgours and at ro
tenperature fof 20 Houngg It i¢$ pougQd onto i Gy, tie pH2|os brought to 3.
with 25 sodi um gydroxige sol ufi on,'t3he mxtur §| S extra‘(it ed- by |shaki ng
‘With mathy| ene oot b = SUs—trhadai hrnnrihf to nl—l ] and

extracted agai n by shaking wrth rret hyl - ene chloride. The organr c phas

washed wi t HEDwetDesis, din derciticveiedex beh ties dehiansisiten Stvppe Bgeaioer dsf Kagtrofigruppp NP 3P ﬁﬂlt"df'(
30 net hyI ePaQ’i- Pﬁ'! &t‘é}% °"’4H-t hi eno[ 3, 4-b] [|, 5] benzo-

di azepi n- 1d°

9, 10- 1§ hydr b %én i ”’Z""f”(’

zln-1-

nate .

of .
ngt h
d at.
g of
he
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5

eis
4-

?1 ﬁkr%@amélg‘%gh %ﬁc)ﬂ: nJc?Aﬁma@dn rbglqmﬂuk:erogerren ED,, :

acet y1 |- 4Heh bhORRderd oGR8 OBy s o, o8 B o 2

9, 10- di hygbiswirtungskuvgtdahly eadcn| defir Stk ldflacht, so daB sefbst bel 300 mg/kg- keine wesentiiche

pi per azi $teigeryhg aleetayﬂrqleedzlgertehr wrnln{na eﬂretchtﬁat i8] ltre rGegetisatz atazupilan -dieD Wirkeng( derp.
Rate ich, 180-200 g, 4 Tiere

t hi engy loazwpme tmﬁﬁrd ewlnmahaﬁ nwrgenoﬁimeam Standen

204- [#r r YeybindusgesihR bis Scarenmddsisghid ea' : aasefadeh Hemmeffekte bis 95 % erreichen.
; )aa orale Applikation von
Exarrpl e qhﬁadﬁr erfotgt dle Téturdg der(Tiaé ine tEkhplrausbih duch Gtiaslisiolatian wrdddel Relseistioni des

(4-rmet hyl p "afff‘% Al 109 l[l n : Mathods Ferd:&ganannten Shay-Ratte :
9, 107 di %ﬂ a*? ﬁ;;sg %%
[1,5] be gﬁé 1£Ik°yrsﬂf /kg) 1 Stunde vor der

suspensi \agens. 0!' Mssegvorrdl ngs R@fprm eisiat ifprispiatie fixiert, naghidem guvor|dip Mengp s
tetr ahy cﬂ’ E I stlmm wurde; vmat e!nem mikroskop -werden bei 10-;:0::;
i hy - B m’% AR e R T e
suspensujm,sn xt ure I's stirre or a fturt

and.-t hen apummrderrperature for 4 hours. It |s poured onto 160 ni of 2

sodi um hydKejrg tisers@l ut i on and extracted with toluene and the drganic ph

~i's concent Pigessgrohmesen M4 MM f i cat i on by coI um chrorrat ography (si'li

gel ; 4i oxane/ met hanol 24 L gives - _

9, 10- di-hydr o- 4-{ ( 4- met razin 1y|) _ _

-acetyl]-4Hthi-eno[ 3, 4- iﬁﬁoﬁenzodr azepi n- 10 one, ‘mp. 177- [ err]_. S

9, 10- D hydr o- 3- net hyl - 4>$$4mmat hyl - pi perazin-1- :

yl)- aiaetyl 4H—th| eno[3 4 b 1 5 benzodi azepi n- 10- one 20 ( p. 263-[err

i-s ~obt ai n gq{tt nt die Minderung des mittleren. Ulcus-Index jeder

Rty r%?“@} e T %’ﬂrﬁ R fuoos (5 3038, 5o et SR Do

(4- rreth pr perazr n- acCid- and ethyl chloroformate. Exanple 1
Bestimmung der Toxizitét

Die dei_zitétsuntersuchdngéh- werden an weiblichen NMRI-Mausen (Kdrpergewicht 22.26 g) durch-
geflinrt. Die Tiere (S Tiere pro Dosis) erhalten Futter und wasser ad libitum. Verschiedene Dosen der
Substanzen werden intravends (Injektionsdauer 1 Minute) verabraicht. Die. Beobachtungsdauer betrdgt 7

60 Tage. Die LD, d. h. die Dosis, bei der 50 % der Tiere sterben wird mitteis linearer Regression ermitteit.
Anspriiche (fir die Vertragsstaaten : BE, CH, DE, FR, GB, 1T, Ui, UJ, NL, SE)
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3 .25 ;
{.acetyl) 4H—th| eno[3 4- b][I 5] benzodi azepl n 10 one 1 3.9 of 98% st

-~ var ried at - 100- 1050C for.
i_evolutlon -of 730" gas
Cdirl-.ut ed: ._-vm_th vvater

="The oUm c’ phase 1s washed dri ed and'ooncentrat ed
L-of the — ;

_ stdue LHQHU|“g:VC: 910 _
__d| hyd'" 320 4-THREE H: MP@E‘FW .
- thiengd:3,:4- b][ ' -Egm.ﬁt‘gé bJV 5%9@#@]9 ___,p
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.9, 10- i Fiydi o- 4  hi ¢n F @ 4° b][t 5] bg zodi azgd- 5'}).'
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. tenperature. f
. .bicarbonate sglu- t§
-.and concentrateol5 T.e 1363| due

'rretha'ﬁ"f |. = 3-Chtoro=9, 10-di-hyadr o- 4H—tn| (<] AL0) SR 0 V)

[ 1, 5] benzogh,aZ Sais welfin O Lo
. .1, 3,9,:10- temfzabb;drwrd’ir ﬂﬁ&.}iﬂbﬁaﬁi& F‘Z’g‘g ﬁf?@gﬁrﬁ é’]'gg'h'?'gﬁ'f”gz"@'pﬁoﬁ 'TEF‘Bne
© and 8.2 g § H\FemmuichesQuoudnningang are di ssolved in 250 m " of . .

Cdi rretzﬁy Lf or’rfhhﬁ"!!r&'"il 19‘")41"(‘3#' Yrgenspicetion (int $)es amhuntmmppummf aﬂma%m@eﬂ, of

2 0 g of 9, 10-di hydr o- 3- rrethyl-4 (p| era2|n 1- yI

hours the mixture becom ng i qU' d W' ti-
ure s c'l’;mlbrttrat gdn vacuo, 't he:
- W 35\Mthd|Iute

AR AR

Th_e-'

T SULT L” yl L,III O I uc I ||._

-rth hour exttact ed. b} s¥aki fig wi edi’ sod| u '._;-'
nd vvasred ~#.8h wat e{ -emd t.Jie.or gani c_ph 1S 1S dr| ed .
S nmeEge- tO cr’ ',Stﬁhh e W|H~| 10 a||tt|e |

réaf

|ggey[e§ﬂrr, qu@g:amwuﬂmhm n;rm:]s., rockobestimbarg, die

wat er . The {ig | tate | s filtered of f with suction and di'ssolved wi th hot

© .9, 10-di I8y m i 7 [32 a/kg-keDe owemntiiohed ¢
. 228-Jser N}rb(nﬂﬁ'tgbﬂltbis)s ﬁﬁn# Yodia X daz" ist die Wirkung d" S
-9, 10 Di h CPIQPMmtdhydntmbérbd%hﬁfw n&e igt

19,10- di hy 'oU usamtmmmwwmmm nﬁ wn

- 195-{er Ff%'
.25 hygjrpw )t/
. 1,3,9; mma 6 074(
benzodi Mageps. meﬂ.i)lam&riWI
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vt 5
ﬁm

et hyl- Bcﬂ‘nﬁ lolmy QroBé (o Phrshreesssrh ortidridener Ulcdradrhi
-of t%’L chworeg

the sol veankltdgkat,Jte ‘course of .7 hours. .The sol vent i.s renoved: -

- mp. 195 Plepsdjrchiness@roppaamim1: i S “obt ai ned. .35 T
1, 3,%, 10- Tetrahydr.o- 1L5e4 I'nyiz4l—|-th| eno[3 4- b][l 5] benzod| azepl n 10 one '_ R
~and 1,3, 9,10- tetrahy ‘!LmBl"i:h met hyl - SRR
. 4H-t hi eno[ -3, 4- b] {1, 5] E'B‘isazepl n- 10-:orie (mp 148 [err]) are. obtal ned
-~ anal ogousl y by reactlgrgénﬂm t rahydro- 2- et hyL 4 oxo 3 th| ophenecar boxyI ic.
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1, 3,9, 10- Keitis Bleardp0- 3- met hyl - AHt hi eno[3 4- b][l 5] benzod| azepl n' 10 one

- aci.door tetrahydro-2,5- - , 039,519 - 25 - Y
- ~di-met hyl -Als ®e8- 19r tdan caphm:gamdaomdkt QleACiis! Miikdehun The !

 fol ov\%?w fean Griome gmseowitien Hootratighipbe (MO0} M%X'L"’" 9“"%9%,gf% S
‘the i n92hY cysingex R §P Eomindertent s: Exanpl e 15 10 000 tabl et's. i t.h an

act |5ye conmpound content of - 20 ézg"mre %re Par ed- from t he foI I ovm ng
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~constituents: : - S
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Die Toxtz:tétsuntersuchungen werden an welblichen NMRI-‘Mauss B
n (Ké ewicht 22- D
gei;:s,;n Di¢ Tiere (5.Tiere pro Dosis) erhaiten Futter und wasser ed libltuge '\‘Igerschleden:e D?:)sg: rg:-r A
Tu a’;zen werden intravends (Injektionsdauer 1 Minute) verabraicht, Die: Beobachtungsdauer betragt 7 ]
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-u _  mmnmmm



g of‘ 9 10 di hydro 4-1 (4-net hyl - pi perazr n-1- 10 S
I)acetyl] AH- t hi enof 3, 4- b][l 5] benzodi azepl n- 10 one, 900 g of .ns
ar:ch,-~500 g-of Lactose, 30 g of am)rg icic acid and 40
aur yl - sulfate are 'mi xed and the mixture Is sreved Thi s mxture
i stened with a soluti on ‘of 50 g-of pol yvr nyl Fyrrol i done. (average. ol e-
‘Cul ar wei ght °25,:000)--1'n:320-m  -of :al- cohol. ,and) s granul a-- ted. through; a.
i'eve -of “nmesh Wldth 1,25 e The gk anuLes ¥ -r_red at’ 400 and mxed Wit
60 g -of pgctin, 100 q ot -
spresaed totablets of 20ngW|th adr a'g;.. . - ’
_ \e/16 100;:000- capsul es-Wwi:th.an active ce].und Cont_\e""t of-'-' :30
repar ed fromthe foll ow ng: consti tuents 0,_,,(1_ -._.g;;_._.,-__off»_,.‘
0- di hy%o 4- [ (4=met hyl'«pi perazi n=1- d '
I')acetyl] 4H-t hi eno[ 3, 4-b] [ 1,°5] benzodr aze?ﬁ fo one are 25
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llled Wi t -t h@! sinWasserstorRoTodee eilign ;
onmpound conte ﬁf °'0fH3®@°ﬂl?yﬂadafst¢|t gmn  doF g?ﬂtai: gg:;‘%off né%f;ap’m%" H%‘f“{’h e nt st

500 g of* 9 1 pi(EREAIn 1.
| yacetyl]s gg’%ﬂamal] !l.b'S]‘thZ'Eﬂﬂ at,eeer Pﬂeleiﬂmbikawmﬂmﬁ@@lsg Kbi'rlenstoffato- B

gne5|umtr|s 5,@&@55;“ g,e%nvwﬁh?%a' of n traI o1l (M [err]
12). and’ sof t . Btlad iR gsraaﬁdd @nté Ein ‘f; Pvﬁ;t w@}‘ PR darple mgogl i
of 1.es pord¥i iNpreholitogaipRe) teinealyerolkiniog rupps) efe 31 m&;&‘gtm .yl_gm;pe
sing 9,10-%M m%ewm lny-IPoqu(wrch eine Methyl-, Ethyl- oder Benzylgruppe substitulerte Pj

0,1 9108 2,4 Dintetiy t-rrylamppsodrarb in $Pdsttioa @ nl
t ! : : xlgp-ﬁ yl-gmppe bedertnten utlm ore biaa EIBMI g éﬂﬂﬁ

omehs70di azepin- 0, 039 519

- - .10~ one' i rﬁbieademdkeﬁig&@déil &ym 4 rped el ¢
L) acetyL] 4H—'t't¥i¢@ﬁb? Bedﬁutb] i’ 5] sitgeenzodl azepP‘h& 11% gﬁéﬁ%gélomcovqggy The

he so---
nventi on: prove to be: clearly superior ‘to" the,knovvn commer ¢i al “ product’ -
ar be_noxol one (1) in-their protective 10- - agt#on on t he storrach ‘and. ther r ...
‘therapeutjc - range,:as:can - be. denonst pat ey Lor exarrpl e, by corrparrson of-;;'_':.-_' '
1) and 9, 10- di hydr o- 4: (4- et hyl - pi- [ '__--I)acetyl] 4H - S

hi enol 3, 4- b] [ &, 5]-benzodi azepl n-10- oA/ $Q¥ - chLor 0- 9, 10- ' '_ Do
i hydr o-4-[ (4- et hyl pi perazi n-1- yI)acetyI - 4H Lhieno- 15° , B ()
3,4-Db] ['1, 5] benzadi azepi n- 10-one : (3), 9,J10- dﬁzhydro 3- I
‘et hyL- 449 (4- et hyI pi perazl n-1-yl )acetyl] 4H—t:]1| eno[ 3, 4 b]

[ 1, 5] benzodi azepi n-10-one (4) and .9, 10-di WyABR- 1, 3- -

Cidi rrethyl-4 [-(4- rrethylplperazm 1y|)acety|] 4H-th|eno- [3 4 b] - B
11, 5] benzodioggepi n-10-one (5).. S TabI el
CEANt - ul o ogenreinmaﬂom Te%h Qéer"emy &d' azepr nones Serial .-
i~ Toxi ci ty - PR elaGhioratora cihiselit oder eidd Jer Bedautun'g%ﬂt%g‘ﬁ LD50 [ rrg/ kg]
oon-the storrac °‘"%mkemgl!zﬂg)de'rsecrette|g,r‘rylr;v. R E 0 [ mo/ k] - o
X inhi b| tion: jgzvglg engruppe mit 1 oder 2 Komenstaaitonﬂat ST
. 290 . 50, Forme ﬁ%? e Thienobenz epinone4n¥h Anspruch 1, pekennzeichnet dumﬂ@tgegﬁ;ﬂeme
255 SRRt L 35 3 75 S -[-.e.r'] 1
e lerr] 75 28 4 . _ 130 ,]err]O 3 [err]433- :
22050 0 180 e ', 1 3 o
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1 B9 4P qlpmt 2deg iy @r@ageuwngm §on> HS‘ 5atmA’S dBb Gruppe.

" The: rﬂwlh.ﬁ%dbr@h% P\gl gnt Eg ﬁ’%u @ﬁf% Pim "
Fgonpar i Dimethiyigige h e, ¢
. the ‘ant mammugammp 1err§r-up

. 'aver age9 f#gﬂdrgnsrg wﬂbnasalzeo 039 519 Det erm natron &;EE?%@%' ISR
-t oxi ¢j, °Py‘°%’t 'QR!PE'S" @oe‘r'éemﬁ'” el \Umnjoﬁaimmdlee oINBARMethiyifet, ﬁbody I
el ght - % ey di, réﬂm}gdq?&%ﬁm"mmr s

- ad Libi swaisturVaéP yigruppe. . -

i ntrawevmﬁugm(nmmﬁb@mm 1 m nut e epegg seelrlt\?%ts%'ﬁ "H%Ph’('i'a“wgg'?"'ﬂays

- The LD50, % Ammneiiniste} diesayodehmehiﬁma'h!ihowﬁoeiazeﬁﬁ%ﬂer taf'ﬂ%nﬁ!ﬂérﬂ?&rﬁelqhe s
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be-nzyl roup a.2:4- d.."net hylpr per;a- i n 1- y--:-; gr. ,p - a hexahydro 1I+1 S
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~4-position, t;% X o .ethyl or’ benzy group, ‘a o
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~whi-ch thequm'é‘n%mnbatbn ﬂmmzoalamhpwdenallqymm Fam@yrr:o- - | i ditno group; .
_,_prperrdrno group, -a. hexahydroazeprn 1-yl group,-a-pi perazin- 1-yl group-
:which s optronaLLy substi: tuted in the szdsrtron by a.methyl, .ethyl:
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at-ons -and wergenot es 2 or "3, and their- acr d addrtron salts charact-'
that” thi enobéhzcldm:smdm&@elﬁén M&ﬁy GL Tl [ERR] V\/nerer n [eri_.r]
gand Lerr]-hal Q'nshlarymmeﬂtmdr uAdeR- gy,.a d.and,. if ... |
-.appr oprig at'e, R.I.h‘l{‘ﬁf‘tﬁ(gp pdensamni-nat ed. and/ ot bases obt.ai- ned a_.
- convert ed ,,t,,rat[gd aat Y‘f' ﬁ"s“a!f"t“?"mffamed odatdinbi ARerfydst it 3lbisay mdnagﬁm.
sconver =" ted nﬁ'rtdteb utfuﬁ ePQ r(.:matcol__.(gr cat |y accept abI e-acid- -
addi t iefi-'salR*S. und RO 4381 unte nschgs des Sttc o Sl
characteriM m!M'fmttmm. etthd’y&orgdmgmm, ?&

-gener al °f 99skeneafplis io ©Posilon'dutch kinp Mathyr( iy Vdronr
~and Hak/. Qﬁ%}fjﬂﬁ[‘ othvkplosrasiantiyLaruboe oxiers oins rraldJPy rmedzﬂétp‘diﬂe
‘car bon. at OITER®™.3ine Methyi- A& Bt fardd ﬂﬁcﬂ'ﬁgp't-bvlarmpmiqeunhamct eri'zed In-the
corrpounds ofﬂ”fleaegm}@;a Hor  EMyIHAl 1 -wherein [err] repres- _ents a haI ogen
at.om aftt: se(ﬂ!fh(?azdyram nes of “the genéral fornula [eérr]: ( V), ‘wherein ‘Ferr];

wand [ert], nh, ' eern@mam &grvmiqu@raigmpg, it €odaPR kO the m nat | on R

19, be- car ﬁth h li"fsefaplprvoplvbotrﬂun n der aligeridi ' 8 el e
sas’ theasecoadwr&hﬁmn hersiglt. car r i ed out: sub- sequent | y
it .appr.oiormelde; mntr Bh’eeui mwetetondon m(ﬂ’agt 25 Verbidunge

[ERR] \Ané‘}a@f °é?"r ing rdr mmgameommmuag -

2 0r 3% thbr'reet badbutete 85 Gie Badeutudar\laﬁ enie nac '

char acgserp,,?,@mnron | %f% A 8¢ i ST gemeinsam iuntbr CENischi4d %ﬂl '

_det achablne* @etar £+ oind Wayindr ! 1-Yhress) R*itnd r RIT reintin: W]odaﬂéth[«l%ﬂ]

“have t'he tiowsssizenigsstait.ven | n eH'd vig Bharmaiglogiseh @ricigfichels saureaddl-

Process acchivatfehmen: waclAnsprich Iiliaihu?oh g“ahé}[ in, that subst A tut ed
“thiengp % azé F?fo?tesmdﬂasaérao ng&éhﬁttj Eﬁjm \ .
(ke

Nﬂlérﬁu fchl ma

“denot es I@g,ﬁ "&%I@yﬂﬁ""ﬂ"m IR‘6rhae:t IWI die GnQJpQ
neyl

et dercdligénainenl 2~ X.
__ﬂ"ﬁ@ Q["Q!Q!Pmt es

[err] rsﬁmﬁsqgmy f°mmoﬁae @égebimfaliamr
- denat es’ grupgel: oder Rfve Gk Qlﬁtéir Pnechrac RARImdthybpipdiesh-1yl.
- al kyl ‘é;ed'gmia _mmwpejunorA*Qemam Q{ & ma@mwgom-u. R
“t hién @“f’ fionsea Prlremsut of the genera orr[u 16 {fis.pha %W@F’Fﬂ“ﬁhﬁﬂr]
and [err} g] Q‘“t e Ml-dﬁmltbhmmmmm adp mr@m%t&yﬁ '

- A C@ﬁ' dt] bed d etﬁﬁh)st RIN&Ih WabselStortbidm dd |
aboverreremsemeda@aramm ,',"" i AT Oud T Jarfdem TR
“-char. a0t druppe dind IA*¢ Biné Meih ﬁd.:.t MGﬁwmtmmg!ﬂﬂ@r-al :
forrr}JI a*i‘"’;a' Mtelu.hehr:l n- [err] enot es a 'ﬁ)” %?FQ)HVBN"MMdbr
- ethyl r c meennds«ﬂ aadurdhQekenfizeith t he nmeani'ngs. = -

- of [err]%deE 1?6’8? %’i‘%ﬂ“"d’f‘ﬂtfﬁ"’[%!’?] and [err] deﬁdg]tdégmgﬁ&a Ta'&ff"ghgf’z‘]?nth 1.

f'-.‘ t-o: 44earbon at-ons” or- an al kenyl radical with 3 to 4 car bon atoms and R has
the rreanr ng of [err]r -or represents the gﬁb’ﬁp _

AT

{' o

e _*ﬂfworrn T

R R R"‘ und R gemeinsam unter Ein | | N
S schluB des Stlckstoffatoms. an das ! o
;;Pst,)ts'g:'ond:;r:heleni:e M?;;{F o%i:r EEttl:'!;lgruppe substituierte Pipemzmd-::ggr:buppemodﬂ;me?mei?: t‘-n o
; bedeuten. o ygruppe substltulerte Hexahydro-tH-t Mmpm—t-yl-gruppg

A% @ine geradketttge oder verzweigte Alkyl B
engruppe mit 1-oder 2 Kohlenstoffm bede R
ss und rhre Séureaddrtlonssalze durch Umsetzung von Verbindungen der allgememen f-::::al i‘*u'tv::nn" SRR

mmnmmmr””




eroor [err] and [err], toget her and i nel udi ng. the nrtrogen atomt
h they are bonded, ‘denote a norpholino. group, a pyrroI I-di no- gro,'- al.n
.peri-~dino:group, a hexahydr oaze g group; - a-pi perazin-1-yl goa pup
i'ch.is optionally substituted: |np?9e§4ypos|t|on by .a methyl, ethor ‘
enzyl gr RYein Ghidratentbedeitétymit Pipbazin odis? HEmApipdraziy a0 1kmioen der aligemeinen Formel ves
exahy dr ourid-Mathylleding oderi Ethv]hryhg gvrmﬂpitmn Fperagincthlenabenzgdiezspinene: dee. auusplelgm i on
‘a et h§ermek X%t hyl > gr.oup, ~and"R6, “denotes. a nEthyl ‘or-.ethyl :group;- {7
e_notessa met hyl- -or- et:hyl - group, m**'denotes.e or. 3" .0,.039,.: 519 5.4
wand A%* denot es: -a’strai ght chai n. or, *br_nch -al kyI ene group vmth I -
.car bon\-at onms,- and-ft'hei r aci d agadiNrOh Sayt ar.e. prepared by reactron :
o‘npounds ‘of “t-he ‘géner al- fornuaf';'l .**- Wk 'Fn R3** :denot-esa-chtori nes at ol
i.th anines of the generat  for i a Ve HN( RAgv¥ ) RE** (Vx*) “wherein BT
and. R ' have the" aboverrentloned rrearil ng...8«—\ Process: ;according to.
Ch-aim. 7 characterl zed it hat. corrpou;adﬂ* the Mheral formula |** dini
whi ch - [err] ‘denotes a hydrogen atomor-a- rrefqlt'yln or et. hyl radi-cal, R .7

-r-epresents a ¢hl ori.ne atom or -has one of the neani ngs of err} - represents
the gr @81 pwérisy ﬁ]“ @é“noodag*’adimwherorammqmrmwmg henen, ["tft r"]‘ 2 prigs 3t heoutet, -

r 20

. a%g, ne Igd _ﬂgen de[‘ gliggrlnélne

“~.or _hexah ' e@lemetne uaterrfetrdsy et
. ethyl wdméétrcmatﬁtodﬂlamws dbvch el rmtt@gnﬂ»pﬂm hi&ﬂtb’:‘PTgﬁrﬂltpl-yl-@ﬂdpé i T :
.:phar fracol Ayi eisd Iwgatmlemmmbtbedetam. cowid dhrei mmmpgjgchamg;"_‘ﬂqunarsgueadgntlonssalze L
.Process’ a@%ﬂ?'@r ngto Ca ‘characterjzed:i: at. .cony urlg| ofthe .
. gener al. L‘ﬁ Plren p #h "{r“gﬂfﬁﬂéﬂ?f&? aakennzpionnel, G40 man;syhat f‘?“& TiRToRO
- et hyI wap "°'I°e°'f' @presen S a. chlorine atom or has one-of the meanl ngs
oof Fgelrr] represents t he" group . [gérr] and [er‘r] toget her - o
-___jé-'_-.and i ncl uding the: n|trogen -atom denotﬁ °'.| pera2| n 1 yI group Whl ch NI R
opti onal [ y ‘substituted . in.the 4-posktiandpps SR
c.group, ,4-di'm -et hyI p| perazr n= ) g_r‘oUp':S:)r a-’ '(l"')
'j--._"'hexahymo 1H—1 4- di azepin-" 1-yl gr o¥I Wi s substltut ed in- the
“-4-posttion by-a met’ ‘hyl ~or.-ethyt group d A denot es-a et hyI ene- group, o
and,__t_bel T - pharmacol ogi cal'ly accept abl-é bcid agdition sal'ts are prepared.
o100 Process ‘according te .- Claim?7, ctafackeri zed in. that ‘conmpounds of

. the gefferal l'a err enotes a; t- I hyI
-~ radical, \‘%‘E‘l"h% ﬂenﬁ?es‘{‘ﬁey&grg&fe‘ﬁ %f{%hf ffﬂf??é'? °u""gﬁ‘€b7% (aF)é:R M
-_"r_represent °p"°" nd ferrj, toget her and - S
~including the nitrogen atom ‘denote a :pi per&uzﬂ*n 1-yl group -0, 039, 519 - - R
~'39.- wwich is substituted-in the 4- pOSI&IBn by a methyl group and A** .
- ~denot es a..net hylene group, and the| r. p y ol ogi c- all'y acceptabl e aci d o
. addition salts are prepared. : ‘ ocC §s?§ccord| ng to-Claim1l" ang § T
.. characterized. in that substltut ed RgerFodi-azepi nones of - the generdl
- fornul g 1 ** [ERR] wherein [err]. denot es-a ydxogen at-om or a net hyI

‘et hyl radical; [err] " represents-a chl orlné atom or has one of the

. ‘meani_ngs. of - r _denot es- the grou..' ( oo and §

toget her \mrh\ R 2h'g‘“ ‘ﬂ f

- pi peraZI na °;U.'"yr. Tkl iyl
et hyI Q rVe?faﬂﬁﬁ( rﬂ 7. dédufdhg %hiblchnet ‘da8 man die Verbindung der al!gemeinen IR
. _ ..~Formel **, in .der R 'ein Wasserstoffatom, R einen Methylrest, R die Gruppe —N(R*")R*",

R* und R®": gemeinsam unter EinschluB "des: Stickstoffatoms eine in 4-Stellung durch eine
i Methylgruppe substituierte Plperazm-1.-yl-gruppe und A** ‘eine Methylengruppe bedeuten. sowre |hre .
55 pharmakologlsch vertréglichen -Séureadditionssaize ‘herstelit. :
. 15. Verfahren nach Anspruch’ 13 dadurch gekennzeichnet. daB man die Verbindung der. altgememe.p-- :
. ‘Formel **, iin der R™ ein- ‘Wasserstoffatom, R?™ einen Methylrest, R*. die: Gruppe —N(R*)R®™,
- R** ‘und RS™ gemeinsam unter -EinschiuB des 'Stickstoffatoms eine in "4-Stellung durch eine o
- ", Methylgruppe substituierte Piperazin-1-yl-gruppe ‘und A** eine Methylengruppe bedeuten. sowle thre I
- . .go . pharmakologisch vertriiglichen Séureadditionssalze herstellt, - AR,
- 16.,Verfahren nach Ansprich 13, dadurch gekennzéichnet, daB man dte Verblndung der allgememen._ S
" Formel I**, in der R'™ .ein Wasserstoffatom, R*™* einen Methylrest, R3* die Gruppe —N(R*™)R®™, = - - |
. R*™ und R%™ gemeinsam unter EinschluB des Stickstotfatoms eine in 4-Steilung durch eine':
" --- Methyigruppe substituierte Piperazin-1-yl-gruppe und A** eine Methylengruppe bedeuten, sowle thre "
65 pharmakologlsch vertréglichen saureaddltlonssatze herstelit. - " . _ ) :

?'j' mmuumm

oo tzr%}‘i, et ng E@Q@g et




: -prepared by eramqeomadralou#nauo &06He 0t ¢he. ReaNMBE S B

~atmethyl. radical, [err].’ -denotes the group
- toget her and. |ncI udi ng- the ni trogen at-

e e e T ST R A @ enhet Ak vk B 2 et T At it b g

- 1- yI group mhlch i'S substituted in the 4 posrtlon by a nethyL or . ethyl
"--grOUp and A** " denot es a straight-chain or branched al kyl ene gr oup with: 1 or-
- 2" car bon atom; and thelr aci'd ‘addi’ tooasssﬁgs are -prepared by reactfZon of
;_corrpounds 3 enera formula. l** .wherein- err] denotes a- chio

“atom Wit h p| razr°n°3"t6°r°"1’ﬂ)%]§?p§$e?ﬂ RE: Efs Gyl néb'-b&le-t. ISE) gener al:. for rruI a -
-__V** and” et hyl edosiitedk d26n [esu

_pi perazi ‘not:hi enobenzodqiﬁgéé:zﬁ&ones oﬂ% éfnﬁe "ﬁ@L ‘19?5[ rrul a X** '[ ERR] S r_el
:'[err] § ‘and. A**-have t he” aboverrentl ‘oned rr_eap1 ng and n** denot es 2 .0r:3..
12 ‘Process “accor di ng to Caimill, c,ha'!hterl zed i n that corrpounds pf
the general forn"ula |-%*- i 0~ whi-ch- [er A—0-039, 519 -"40+- denotes a .o
' hydrogen atom of -a nmethyl radi. eal ' one of . the ‘reani ngs of i

- leri] 107 repr esents. the’ group - [ rET N : [err] toget her-
“-includi.ng“the 7i'trogen:at om er aazn 2~ yl-gr oup whi ch i's. -

- substitut ed in the 4-positi V. 'rrEt hyk: gr oup: and A** .denotes-a. met: hyI ene
group, and’ ther r phar macol og| Gkl g¥aci d addi ti:on salts are’ '

~ prepareg. 13:" Process accor d| ng. to Claim1 and 5, char acteri zed i.n- that_.__._..
- substitut adertaihl enobenzodl _dzepi nones  of the general for mul.&; 1+ * [ERR].. -
.“wher ei n:. ... R dehetes § hydrogen aton'adirckn/%’ikyl Raa wihl 9 madatb]ag aﬂs'm\éen in CI ?' m7, L
_ ra orrrul a
BREES RR] ge?%‘ 251?;:"&”6 erlom} ~N(@RtRTe - the aboverrentl oned rreani ng,_
n
r/and

with'r eact (A2 4 gapbo éﬁE‘P&Lﬂ'fﬂkmﬂlr@ichMIms to 5 carbon atoms, -
| Z** - COAx* - I‘ﬂt‘[aﬁd toget %{];ﬂp Hhe ﬁ%fgﬁ"@geﬁ(@" —d@t‘)&bmm e group- and.;.._- e
AR ek rr]lorpaotuo biup,la pyrrbs m ponded, dqnp@@essls'_._:__:_:

._Qaccor di ng;(it@'ﬁ‘l which i opdbmtl)aeabenwtwdw thﬁ g i gﬁm % 3&“&?3@31-

- formul & IEEE Ptraﬁrﬂe 1_]ybsrp P, ouemexaemmmydﬂhmm-ﬁw goup [nﬁkﬁ s su

et hyl oostﬁa enotes’ alkyl the ro - [err] .~ -  and [err] -

"t oget: her angy’ détetey @h i%‘ :%35’ 'EFenote a piperazin- 1- yl group

~whi ch-i's . subsdehotedestrdt t nd A*¥ denotes a

nethyl ®rie. Mﬂnotama ot h.dgl r phar macol og| ca y"gglég)r‘)tt%glce'%&c Bmﬁﬂ'lﬁ tion sal ts S

_are prepél" eir acidaddition st - 41 -  “Process according to Caimil, = -

‘characteng z cFW"‘E‘?%W‘P%"@GHWWﬁUPSGWWBQ Yetimal cramtisiided by ihb gbﬁbraMHnﬁlﬂa RIS

[erzrj]{jienot es’ a hydrogen atom - [err] -denotes a- methyl . adi cal, ferr]

- denttes the group - [err] o and [er_rR] toget her. and " |ncI udi ng the

: _-nltrogen atom denot e’ a pi perazi n-1-yl ng@'_ V\/mch i's substltut ed in the.’

~ 4-position: by a rrethyl group and- AL NpRIGEES A rrethyl eife ‘gr.oup and thel r

‘phar.macol ogi-cally acceptabl e’ act d: Qdd ti-do ! &I ts are-prepared.:

Procegg according to Caim 13, chara€ta’ zdd i n that 't he corrpound of t’he S

~general fornula |** in V\hlch [err] dendt es Ra«hydrogen atom [err] - denotes -
[err] and [err] ' o

e _ note a piperazin- 1-yl group .

‘which is substituted in the 4-posi- tio :-‘by a. met hyI group and A**. denot €S

a rretﬁ%/l‘g&eelgroup and ‘their phar nacol ogi cal 1 y accept abI e aci d addl ti n o

_ .saI ts.are- -nga‘.efjrise mals hyd:‘c;ge,n atom or a methyl or ethyl ‘radicai, .
: . o a chlorine atom or has one of the m -
L 50-"_:; " -R* denotes a chlorine atomand - - eeninge Of R

.--'At -denotes a straight-chain or branched elkylene - IR .
S group wlth 1 or 2 oarbon atome X o
o -l*"' ubetnuted thienobenzodiazepinones accordmg to Glaim1 characterlsed bythe general formuta o ‘. | _.
_ ' -3'co'-.-gf-§;a3fj‘_. B
wherein : o ' ' ' . .
65 - R*™ denotes a hydrogen atom ora methyl or ethyl radlcal

= ¢ L M 8§ & -0



i'“_'_O 039 519 Af Cpi lil's (Otf die Vertrasgastaaten BE. - CH DE FR GB SIS
; ,LU NL.- SE) 1, Substitui erto “Thl'enobernzodi szepi nonh der _ai'l gem)l nen
mel 111 R20-A - R3 wori n'.RI""ei ni \mgigoftatom odor oenen Alkylrast"
S 4 Kohl onst ot-| at onen bedoutet. R- sin- Hal ogenatom dar st el t od
er’ Bedeul. un ’é_nmmwnma ¢higrine R@msormaHah@gahamomrtodof Rlie G uppe - N( R‘
?“?ﬁhP group =N I¥hH -Ienstoftatoman odor oenen

dor.. dl 9 Grum&eanu 1 nﬁ mgﬁ”dﬂﬂ&?{""

‘nschl ul Ndnphoﬁiid griagd, ﬁbfrailiﬂlHG groﬁ:ﬂ a rkﬁhd?grﬁ W 'h Hyd‘id n-ﬁjl gRdup, a piperazin-1-

Or pha'H’ nd m elhlcsl I 9ptidpaliyodubslit hupepe-panrothmametdy!mw oppenzylgrond, a 24-

_-_Xahyd r og Y' ,OF i} mnfg@gébémwn-yvhqmuwmw P#Q;MUMﬂmthe_s'r“n
5‘ %Jkl' oret :

ﬁ%ﬁ& gSubst nui erte Plperauin.1: yl-grppe,,
D rret hylmmf,&y p$gn der ‘eine-in 4- P05|t|on dutch 5| ne.:
2t h*yl. .edbrm®t duyibtes @bkiPaRd SUba |tu| orto Hexahydro- 1HL G- .'
4-di azopi n-A* e ?cup aidnedemtammmﬁlkyhnﬂaoﬁ gt yotip parbon itorihs,bl s 4
Kohl. onstoF‘F‘th‘Fréﬂ @ﬁmesaMk ruppe mt 1 _bis 4 Kohoenstoffatonon. A si.

‘ger adkdfi ge EP h By denotag; ashyd t@ns’r methybereathylin d-
‘m 2 odor.- id % & rgse P& :.f:ofaii “Eﬁ??ﬂg%} EE:: &Pé'ﬁ group -
-Thi. enobonma | jREE PLOA ﬁ g'd-'pg ﬁmqﬁe 'ﬁp [.%% i NO
'For mal-.-10atom]: d¢npﬁza Wh& pmmumo ot hemylaromartsﬂ eddical am ar{arwﬂ meﬂ@ doi

SR hy! ré%t °bet!wultaé'!=!l R"‘ Qomwmmavmedmaehmmqrgrcmpnondjemr Iaadauéwmny v.on
- R “hat= R?“ﬁ%‘ﬂ‘ : BB A% sine. qdkettlge odor -yerzwei gte ' .
~=Akyl'ongrpigied R Raoma A%@'Wgh @TEQ‘:; ydsagen at H'PV'G:'PE!‘V'
«:Thbhober nZagr«ape Mtiphl:finclﬂﬁ: ri'!?eaﬂn %tatoq'l” 'hng'f 5ipEra

= Formal 26" gidug Whidh ;ssumut@dirﬁhm sitiolRby & mBthyl¥é RiatnyfeioBedbin-pder
. Et hyli r at ¥l Iseadeudrat hexdRipdro-EH mwm—wmodnmwimshbsnw in tl'ﬁ@-pdﬁﬂorfh?dﬁhﬂtﬁyn@en .
i von Rl . h agthy' group ; g\d A" Eenotes|a| methylege group sand xmtr p@r@mlo@@giyﬁ‘ccemame@pld pexiition - L

I,,Z‘-NR4)Rs- .4 Kohl ons offatorren od'or SFlpen oo
A keny by e, augf?"e? ik ﬁ,h#m hR 5 'Hﬁﬂ';ﬁ’

R4 hat odms 1elethel vmﬁnﬁ:lusGH%f the'n dg%ﬁ&@k ﬁ‘-'i-yl ro smu@; m:

L unt ,e{ EI ntbc Kipusitioncheysa bthylére zbahoms* denbtes! @ etHylRneI6r0 ﬁmthsvra rm@do!b@icany S

- Mor'pRot %ﬂ""’sﬂ#@b Itsol i di nogruppe: - el ne Pi peridi nogruppe, eine . - - .
= Hox‘ahygr oazé Icpmeqis GpRsRining pRR-orfBefe isebrnasdiazeninpnas. ¢fdhe genersl thmu las ne RERR

Met-hyl =, Et hyI odor Benzyl gruppe substitulerle Pi per azef- 1- -yl gruppe
..sine 2.4-D nethyl - pi perazi n-1i - gruppe oder, #ine In 4- P05|t|on duteh ei ne -

~“Methyl.- oder Et hyl gruppe ‘substiturl et He ,ah .dro | H 1. 4-dl.aeepi n-1-yl - gr uppe"{-"-
bodeuten und R’ “ene Met hyl = oder @T\gr : o
!

3 _ - R7- ~si-ne-'Net hyl P odor
‘Et-hyt gfuppe, .no. 2. oder 3. A.- elne dkets |ge odor vezwei gte, e
Al kyl engruppe nmit 1 odor 2 Kohl onst ol f af oneh bodeut en, und Mir's ('a)

~ Saur eaddi tionssai ze. 4. Verbindungen nath Ag?spr uch 3. In, denen R ein~ -

V\asserstoffaton omen: Met hyl - odor Et hjyl rest bodeut et.” R2 skn~Chloratom -

.daratetsl t odor: eln .der ‘Bedeut-ungen’ voncoRi-g Pt R3- die Guppe -N(R)R
“darstell't. ‘R - eonen Met-hyl - -odor. Ethylrest bedeut et, Rs die. Bedeutung von-

R4 - hat Qﬂ%i di e Gruppe (CH) . -#( RX 1R7- dar stel It oder R-und: R ~génei nsam

:-unt’er. El NSOl deRotbles hydrdiel @toR dranQi ﬂhiaﬂmnﬁ’wtaeldafﬁbﬁlem@ per I'dl:no-. ‘oder .

-Hexahyﬁr 0S ZR2[rbpstesbnts la-Ha®gbn atbin dumds of elieveeunivgs bR odor - Ethyirast. -m>*.2. -}
und A :-i ne Atddénptee ther gr (Bt en, sowl b Mir pharmakol 6gi sch venra I |che_r_1
- Saur eaddi. t .} rigagiescanal b@lwd'aﬁgeﬂucarh@rbﬁommmnmwsmdicﬁ "ﬂéﬁd‘?ﬁm SR

. 'V\as serst aqdf@th%n gﬂﬁ meantinhgxlof Flp 9 pregehgltl'- argup —(CHz)m—N(FF)R' or - ' o
. '8 R* and R5 together, and with the inclusion of the nitrogen atom to:which they are bonded, denota a
o L morpholino group,a pyrrolidlno group, a plperidlno group, a hexahydroazepm—1-yl group, a piperazin-1- = . 7"
.yl group which Is optionally ‘substituted in. the 4-position by a methyl, ethyi or benzyl group, a 24- o
* _ dimethyl-piperazin-1-yl group;: or a hexahydro-ﬂ-ﬁ 4-dlazepln-1 yl group wh:ch is substltuted in the 4-'. e
o posutionbyamethylorethylgroup. T . . e L o
.80, - R® denotes an alkyl group with 1 to 4 carbon atoms. _
- -~ RT denotes an alky! group with 1 to 4 carbon atoms, * : ' [T
* A denotes a straight-chain or branched alkylene group with 1 to 5 carbon atoms and
" 'm denotes 2 or 3, _ . ;

o andlor their pharmacologlcally acoeptable acid addmon salts ' ' ' :
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- carbon ‘at oens laqieid 1 epr esents a hal ogen.atom.or. has. one -of the meani ngs of
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