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AKTI ENGESELL SQ\F®3) awitwilad (CH) . Conpany of -124- 184 GrenzafTey
Basl e, Switzer(andds) demples SHasificdtonipatilished DAug. 1972 i nvention, ~
pray that a pa\En{s1)rhiyteritiongt Clikifd:idn@ORD 53/86 57 /0099 /0RAIRA7 /0P
is to be perfqn-medz) Ided adospiahéecul arly described in and by the

statenent: - C2C 185—199—285 1E7B2 1E7C1 1E7C2 1E7D2 1E7E2 '
5 The present iY7BhidEHh lEHﬂclﬁYdeIEWedEWi IhEZ?énzodl azep| ne’
derivatives and a process 1 11G 1 blngf

The benzodi azepi ne deri vat| 2%)? Y gﬂvent ion. are
conpounds of the genaszabo Barsm %6 368 36Y 491 621 624 627 : .
[err] . 628 650 652 658 65X 671 70Y 761 79D 79D KA LZ

wherein R err] " epresentss Mhal ogep atomor a nitro group, Rlerr] .
represénts a phenyl, (54) BENZODI %@WATR*ES%&M&%RS&B&@FOR[ err]
represents an al koxy gr oup, I§27[er SANVFACTURE THEREOF _ al kyl ,
al koxyal kyl , carboxyal kyl , nmonoal kyl am no or di aI kyI am-no group, an al kyI
group which is subst |mtl(gt)ec%1 Frﬂzzg. gﬁgﬁ;ﬁ F%(&ﬁ,ﬁgwmmé EBLC vands serr ]
each represent. a 15Company o 2 Br °H 1 and
Rierr] together wi tfiidly foro?iseo £ thatagﬁn;mayb%é:ﬁ:n: V&} eﬁﬂfucE are
attached represent saite'ﬁlento-l’— 6- nenbered saturate heterocyc i C-

' 5
ri ng which may cont ai gihan @ntuatlbfﬁppoemedwmbq@mdamine 9ergartysstandatpet@es5 or
6- | etero
atons and n st ands of the general form ngnvgé:%rgéq ed%ggﬁ eabrégéni‘%vm?o n\f%g?neof o
20 As used |n this descrlptlon and in the cIalnB appended
hereto, t he ternl"alkyl" either alo a;gwomﬁ conbi nat.i ons such ‘as

"al koxy", "hal oal kyl ", "al koxyal kyl ", "car - al kyl"™ and the like
I ncl udes straight-chain and branched cha|n|a groups containing . 101
to 6, preferably 1 to 4, carbon-atonms_guchrxagpmnmet hyl ethyI i sopropyl and
the like. 25 10 The term "hal oal kyl Iude%mgnnohalo kyI di hal oal kyl
and trihal oal kyl groups. The 25 4 erm |'ogen” cIudes fluorine,
chlorine, bromne and iodine. . % ' ﬁgerr} represents a
hal oal kyl group; this can be, for exanple A HB hal o- S aIkyI group_

such as chl oronet hyl or a i nal rou such:. as di chl or one
Rlerr] represents an q‘m fﬁ;@ g@ﬁffr‘gﬁ ilﬁﬁgg‘f; ,ﬁﬁmé
met hoxynmet hyl group. 3fiyl, alko OdiSlalanEn Yard pup,
this can be, f or examgtoep ‘whigh’ 1sesub a@drﬁyo*wal“ﬂ’( WEﬂl R® any [tfrqadereﬁﬁ t a .
hydrogen atom or ain alkyl group ‘or R® and R together with the nitrogen dtom: 15
© to which they are attached represent a 5- or 6-membered saturated heterocyclic
ring which may contain an oxygen atom) or an optionally substituted 5- or 6-
< membered aromatic heterocycle containing one or two hetero atoms and n stands
: for zero or 1,
20 and salts thereof.. 20

As used in this description and in the claims appended hereto, the term “alkyl”
either alone or in combinations such as “alkoxy”, “haloalkyl”, ‘“alkoxyalkyl”, “carboxy-
alkyl” and the like includes straight-chain and branched-chain alkyl groups containing
1 to 6, preferably 1 to 4, carbon atoms such as methyl, ethyl, isopropyl and the like.:
25 The term “haloalkyl” includes monohaloalkyl, dihaloalkyl and trihaloalkyl groups. The 25
term “‘halogen” includes fluorine, chlorine, bromine and iodine. .
When Rt represents a haloalkyl group, this can be, for example, a monohalo-
alkyl group such as chloromethyl or a dihaloalkyl group such as dichloromethyl. When -
R* represents an alkoxyalkyl group, this can be, for example, a methoxymethy! group. '
30 When R* represents a carboxyalkyl group, this can be, for example, an m-carboxyalkyl 30

[Price 25p] .
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2 group such as 2-carboxyethyl. Wwen Rerr] represents a

monoal Kyl am no group, this can be for exanple, nethylan no or

et hyl ami no. When R[err] represents an al kyl group sub- - - stituted

by NRlerr]Rlerr] this can be, for exanple, an am noal kyl -group such as

am no- met hod, a.dial kyl ami noal kyl group such as~di et hyl am nonet hyl
or an al kyl group sub- stituted by a l-pyrrolidinyl, piperidino or
ror ghol i no gr oup V\hen R4 repr eb&3P3 an '~ optionalb I y s@bstituted
5- or 6- rrenber [ o) cl e cont one or. - . het&®o
stom, (AL o ?ﬁ%ﬁsﬁmw f.’liﬂ;’éﬁ B o Gators o
a rmpthqg caid by, to¥VexalnpR/ R0 hmindalky ifd-I | can 17T epr esent

an o t| ona#!hﬁ:-@élhjkylanunoalkyl gr@b mmmae@ylmeene&yl mm-l c heterocycfe

sut 1 Brovp. Ofhep e aRyge - or 81 phur ~ at om
P 1 t taimi .
Ylv%giﬂ o @Eﬁglw étr efo ((:)(:-nslﬂph toms or & atom :

s«";iﬂ,an;t oom e For Ookaiaphé &Zeﬁi&xoﬂﬂﬁﬁaﬁ;@ﬁbe pyrldl ne or .

especf'atl IMn
pyr i daZI nasbtutadiis:. or 6-!#!@@@#00 ﬂehwmqyﬂe mwm onsemmnitmeedt one or two

al kylo® or YL _ |§$h %r one ‘oxygen of #he 2-Fury| gro'ub
Che . oo e 1, B U e Tt gfmg‘%;&nl v arou

the 1, 5- .~;. f--. tzamyl gﬂou;grtmjp-meﬂnhes-ox&olyl . gidup, Ghe S-nfeshyli-dy | group, 15

the 2-pyrkaesly %fg b5-érgtg¥1§§mlﬂlmi thy rzoLBp or. 4-pyridyl group,
15 Amon ot Ha8n btich QQ%% Qe pr ePerr ed in
whi ch R e o RioBSEY itro group. Whek 10! BAIGIRAY grdupl) the HRlo 0T OUP.  Vhen R

r epr esent sibsituedield pefes! bl Ipregpnoingxhe z—b@mhvabﬁathe phenyl ring. svhstmtrq:wt is preferably

' pr esent i ¥t Hé’YQdY ﬂtﬁr?-layrldxl sent s
ap |dy|€ﬁ£§’f§) g il °r° ygg) pref?é)rred ro
515 ¥ alk?yl # 2-chl or.ophenyl

conpoundspysddinyl (e gawyruﬂgg,ehaloam onR{hy

or 2-fl uohoeﬁyﬂeh ogyatkulp(e.g. Qethoxymethyl) arEx (e.of mohybdnimoraad val.ues for .
Rlerr] ar®b Mlcflﬁﬁ%ﬁséf PSFfeEe‘meGWS %@W%&Wdyl ), pyr azt nyl
(e.g. 2-pyrazi nyI) hal omet hyl (e.g. chloromethyl’), carboxyal kyl (e g. -

2- caas- ' 2-(7-chlﬁm§26t-dibyﬂl)o-2-c&b-1&{phgﬂ§ill-Hlﬂ-{a&xz@wz@ﬁt-hﬂ)é&ﬂm&yl ) andsal kyl ami no
(eg. . net hSﬂIlYé coli Eé’ ani o% dygl caI exanpl-es of preferred
conpoun dSe dgri = a‘ég}iqlhy @-oxg-g-P nyl:1H-1,4-benzodiazepin- -yl)-Z-me 0Xy-

2-(7-chlor zoagosén&ﬁemi,z; %édzoh.aéepmelnﬁpﬂhaz&w n-1- yl) 2- met hoxy
2% - ethyl chlarb dasthte,pi col i nat e,

2 (7-chl or o- 7;51’1 &@ﬂlﬂdw—zﬂeﬁﬂhiﬂﬂe‘%l’iPP‘iOdEZqB@rizM-mWﬂ 1- yI) 2- et hoxy-

ethyl pyr&% o8 6. 5-phenyl- 1H-1 4-benzod _y1)-2-
2-(7-chl odrﬂsyl hﬁoﬁh @ O- 2- ox% § enﬁ f R = laﬁepﬁlenyz)odrlnat%oexﬁl n- 1_- yI_) - 2- et hoxy
- 3@.‘; WM-c{ﬂbﬁb@ﬁg&hyé{o@t—gp-S-phenyl-lH-1 4-benzodiazepin-1-yl)-2-methoxy- '

_ _ ethyl ethylcarbamate and
2 (7 chl q@lﬁﬁﬁmmgdrﬁ 5% Sffhenﬁl'lﬁyf’d’ R’iﬂ?“flaﬁepﬂelrﬂ%ﬁ?‘ét%‘ﬁl n-1-yl) - 2- net hoxy
et hyI hydr ogen sucm nate, .
2 (7 chl oro-2, dllggldro 2- oxo- 5- pheny I-1H-1 4-benzodi azepi n- 1-yl) - 2- net hoxy

rti poyR - 7-chlo -2,3-dihydro-2-oxo-5-phenyl-1H-
lﬁm %ﬁgﬁ lgg( ro ydro-2-0xo-5-pheny

tinat
2- (7-ch ik R okl vefhioR o Sdiaqind- 1-y1 ) - 2- et hoxy
35 denvauvast alde'(t licarsag et ®m§o‘idds of formula I'and their salts) are

2 (7 chl ro-2-0 benzodlaze in-1-yl(-2- nethoxy

O?l) {"“ ﬂ“@’épblgﬁﬁf"é g‘%"? m'the s‘de‘g}'am of & BHPEPL Ot %P1y %ef erred

conpound |s 2-(/-chl oro- 2, 3-di hydr.o- 2- oxo- 5- phenyl - | H 40 -
4- benzodi azepi n- 1-yl ) - 2- et hoxyet hyl ni coti nate.

40 According to the p:?&c%‘ss provi ded by the present inven-ti._‘oni,
t he benzodi azepi ne deri vatgyg®d aforesaid (that is to say, the

conpounds of formula | . and their balts) are -~ . manufactured by .

(a) converting the primry bfthe §‘ﬁgoup in the si de-. chaln of a conpound
of the 45 - general -fornul ;
45 ° Jerr] : RV
t he S|gn|f|cance glven earller

gt el n R[errme[err] R[err] and n 'have
_._\lfo) into a group- of “the forml a
B - L

s ‘wherein R, R2 B® and-n have the - slgmﬁcance given: earller,
into a group of ‘the formula
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3 [err] (rer)
, Wherein Rlerr] has the significance given earlier, hy reaciion
with a suitable acylating agent or (b) for the manuf acture of a
conpound of formula | in which Rlerr] represents a 5 hal oal kyl or

al koxyal kyI group, an al kyl group which is substituted by -NR err] R[err]

(Rlerr]. and Rl err] havi ng1 %}%?Rsal gni ficance given earlier)
OptlonaJ31v quhqrr‘rur ed - _or 6- . nhered aromatic het prnrvrlé

contai ni ng-one or .two hetero at oms, gL @@l agi ng the
al i phati call y-bound hal ogen atom | n the st de-chain of a cepound of the
gengral for- rrula [err

: s wh eRoarli
10 b magl:;eglet a sulta Ic ac tmg %ﬂ/ rqu[ er I‘] and n have the
si gni fi cance diVen ear o group of the fornula
[err] . (b) for th&hﬁﬁlﬁfa&uﬁ[cﬂl’a’ Fonipoiiid eat efdintilaa halwaah lwlrep:ésexﬁd koxyal kyl
group, ah al khalo Flkz‘/ﬂr gmsp, an alkyl groqpswls@bstsubttl ; or(ééf r1R[&rr]
(R er I‘] and @‘gﬂ % ggﬁtntm on(énér W0 %ﬁﬂii% rlliaq“ lagry
an optionally, @gégly & al nc&gm rgﬁ @raqgg ,e cont ai ni ng
one mulor two het ero at ons, ) for t he

20 - group which is substituted by 4 err[Rlerr] (Rlerr] and Rlerr]
havi ng the significance given 20 ¢cu-R earlier), reacting a conpound
of the gmneral formula - [err], r—co , Wwherein R errlp,
Rlerr] , Rerr] and n have the g I'’cance given earlier and R err]
represents ' ~an al kyl p Whi/®h is sulgd)ituted by a suitable
| eaving atomor group;, 25 - B¥w |"1“‘£l~g1 ne of the general fornula

25 R2 ()xHNR[err]R[err]

manuf acture of a conpound of for mul a lcf{i’%fal ch 'R[ err] represents an al kyl

(Vi) , vvherein Rlerr] and Rerr] have t he* significance
given earlier, " R1 Re, RS aad Ai‘ " i i

" "y wherein and n have the significgpce given earlier,
1,285,529 by a,group of the formala. ﬂ‘ ’

—0—CO—R* -
| )
, wherein R*® represents a haloalkyl or alkoxyalkyl group, an alkyl group which
15 is substituted by —NR°*R’ (R® and R’ having the significance given earlier) or 15

an optionally substituted 5- or 6-membered aromatic heterocycle containing one
or two hetero atoms, )
or

(c) for the manufacture of a compound of formula I in which R* represents an alkyl

20 group which is substituted by —NR°®R’ (R® and R” having the sxgmﬁcance ngen 20
earlier), reacting a oompound of. the general formula -

gH-0-00-89
oHR>

L (AN o
: R S Q== -

ok Yoy,

» wherein R, R? R® and n have the significance given earlier and R° represents
an alkyl group whxch is substituted by a suitable leavmg atom or group,
25 with an amine of the general formula 25

HNR'R’ -
(VID)

, wherein R® and R’ have the significance given eatlier,
or



(d) for the manufacture of a conpound of formula I in which n stands for
zero, cyclising a conpound of the general formnula [err]

(VL) . wherein Rlerr], Rlerr] Rerr] and Rl err] have the
significance given earlier, 5 or

5 (e) for the manufacture of a comnpound of formula I in which n
stands for 1, oxidis- ing in the 4-position a correspondlng conmpound
of formula | in which n stands for zero or 10 (f) for the -
manuf act ure of a conpound of formula 1:28542%hi ch n stands-for “zero, 410
deoxygenating in the 4- tion.a carres di Gompo, ound. o or rrul a--
which n gégﬁ ?r“ga“ ;“gft‘;feagg‘f;‘5°‘;;‘m§ﬁp '?agF PRe" rran{?f;& fut‘am‘fa
conpound of forrmula | in which n stands for zero, 15 dehydrating a
conpound of the general fornula 15 ; [err]

, Wherein Rerr], Rerr], Rerr] and R[i?&"f‘cﬂ'é’ve t he 5|gn|f|cance gi ven ,
earlier, or . (h) for the maggikadcture -of a conpound of fornula |
in which n stands for zero, 20 oxi di $i ng or dehydrogenatlng a conpound
of the general formula ' 7 N—0Q-OCH~Niperr] -
herein Rlerr], Rerr], Rerr] anrr] have the significance g| ven
earlier, at the 4, 5- borhd_ 6 (VIII) :

1, 285, 529

(o

C=-05
2 -

» wherein RY, R?, R® and R¢ have the.signiﬁc'-:ance give_n earlier,

5 or : : . 5
(e) for the manufacture of a compound of formula I in which n stands for 1, OXIdlS- . <
ing in the 4-position a corresponding compound of formula I in which n stands for :
zero
or .
10 () for the manufacture of a compound of formula I in which n stands for zero, 10
deoxygenating in the 4-position a corresponding compound of formula I in which n.
stands for 1 _

or

(g) for the manufacture of a compound of formula I in Wthh n stands- for zero,
15 dehydrating a compound of the general formula o 15

cnz—o-co—a“
cn—n3 .

) N——co - -
22 H__N}‘z )
' 12 >

> wherein R*, R?, R® and R* have the-signiﬁcance given eai'lier,
- .

. (h) for the manufacture of a compound of formula I in which n stands for Zero,
20  oxidising or dehydrogenating a compound of the general formula : 20
OH,-0-CO-R*
CE-R? L
o i P .
rY R fH—NH
.Rz .

, herein R, R?, R? and R* have the significance given earlier;
at the 4,5-bond or _



(i) for the manufacture of a conmpound of fornmula I in which n stands for
zero, converting a conpound of the general formula [err]
, wherein Rlerr], Rlerr], Rlerr] and Rlerr] have the significance given

earlier and R[err] repre- 5 sents an acyl group,

5 into the correspondi ng 4, 5-dehydro conmpound by treatnent with a
base or “(j) for the manufacture of a conpound of formula | in
which n stands for zero, converting a conpound of the general

f or mul a rr] 10: : : p

10 ‘? ' wherein 1285529 5

si gni f' CanCQ,gl VG{{) @i lthd Qlﬁnlﬂaﬂre%af Ehpﬁﬁﬂr@mtlﬁ I in which n standéffor zero,
al kyl sul phonyl orcomverihs alcpdymoyd ofgthogeeral formula i nto t he correspondi ng

4, 5-dehydro conpound by treatment with a strong base or 15° (k)

for the manufacture of a conpound of f orgmgteaco-RY n whi ch n stands for zero,

15 ' rearranglng a. Conpound of the heneral formula _

[err] Mmmu1ﬂew] %HL Rlerr] and R err] have the
significance glven earller p—q@l r espondi ng 4, 5-dehydro

conpound and 20 (1) convertl 7] obtained into. a salt if
desired. 20 Accor di ng®¥b  enbodi ment (a) of
the process provided by this imbention, porm&mds of formula | are

manuf act ured by converting the prinmary. hsgdr oxXy group in the side-

chain of a conpound QherdiR'RALRA Rb lind BE Bave bl SHdfhcaile fifth THi@ ahd lReo re

The conpounds of fokdutslaa acyt giRpUi red as starting materials for enbodi nment
(a) 25 - can beémptheparresponiipg dSpsikehydiorsgmpdyed by trestveent wish Bypassound hal ogen
atomin the si de®Ehai n of .25 a conmpound -of formula IV hereinbefore
by a hydroxy" gr ouy- ok theS mGriherufeOdt ae&ﬁﬁmn&of formula 1 #Sviich( £ Ghdae fd?)&ex%' rstly
converting a conpaivertingdd cdngpbuiid|oft the \éerietat forhille cor r espondi ng acet at e
and thereupon subjecting the acetate to a_lq:'édr;pl ysis or al coholysis in the
presence of catalytic anounts of a baseft2 two steps can al so be
carried out in a singl e operati 31f, for exanple, a conpound of
formula IV is heated under anhydrous. . |  conditions with potassium

acetate (e. dgo in a mxture of tol afr-Qi met hyl form . amde) 10
there is chiefly obtained the cor @a ndi n/uicet oxy cepmpund which can be
®
s wherem Ry, R?, Ra and R* have the szgmﬁcance given earlier and Ru represents
an alkylsulphonyl or arylsulphonyl group,
into the correspondmg 4,S-dehydro compound by treatment with a. strong base

or -

15 (k) for the manufacture of a compound of formula I in which n stands for zero, 15
reartangmg a compound of the general formula

CH~0-CO-&*

N—C0 ' |
x O NGH-N _

. h - -, wherein- R?, R%, R® and R* have the significance given earher,
o to the. correspondmg 4,5 dehydro compound and

0

20 () converting a compound obtained into a salt if desired. | 20

According to embodiment (2) of the process provided by this invention, ‘compounds
of formula I are manufactured by converting the primary hydroxy group in the side-
chain of a compound of formula II into a group of formula III.
The compounds of formula II required as starting materials for embodiment (a)
25 can be prepared by replacing the aliphatically-bound halogen atom in the side-chain of 25
a compound of formula IV hereinbefore by a hydroxy group. This can, for example,
be effected by firstly converting a compound of formula IV into the correspondmg
acetate and thereupon subjecting the acetate to a hydrolysis or alcoholysis in the



5 subsequent |y hydrol ysed or al coholysed to the hydroxy conpound. On

t he ot her 5 hand, if one works in the presence of water (e.qg.
in dinethyl formam de/water in the proportion of about 20: 1), under
otherw se identical conditions to those described earlier, a

hydr oxy conpound of fornula Il is directly obtained. It it s
desired to nmanufacture a conpound of fornmula | in which Rerr] represents
10 - a nonoal kyl am no group in accordance with enbodinent (a),,a conpound
of forgula 10 Il isre W th an isocyanate of the nera

f or mul- R S chg?%g )(/\:{"—I\L Rl ers 1 gg

(XI'V) presence of W@Mbuﬂ 61 4 basé. AER TR tsps Ty ﬁhlﬁylcafﬁémpm a - e ~.J

Exanpl es of single opeautiat. &£ fob Exafple adompothd/ofcforenuliVHy/heated aelyrcanlyidons et hyl -
i socyanat e amélt% ’Wlfh p t?:ﬂeumlakeéate ?eﬁf ip heﬁlﬁﬁmﬂféelt‘m énclafimte her conpoufids
of formula ™ b u poncing acetox s a group

ed the hydrox
other than Hdﬁ@fﬁieﬁl!é  eaCORPR b th s

reacted wt Iprqpomezaoit eboat 2B1), \uader \ogheryfise edapticab contikiprs ta cthose ddscrtbhe gener al
formul a earlier, a hydroxy compound of formula II is directly obtained.

b “aﬁsama“éxﬂmta&&m%m% val gyl

(XV) -
car boxyal Ky 1T @ reftted | vith aﬁﬁkoﬁﬁnﬁ@of the general fogiu@Ip, an al kyl group which is -

substituted by -NR{err]Rlerr] (Rierr] and Rerr] having the 20
significance given earlier) or a9 %p_t Oﬂ@“y substituted .5- or 6-nenbered
- aromatic het erocycl e"contal ni ng one or two f ro atomns.

| f the group R[err] cont ai ns a pr| mary or secondary am no group, this can

carry a pro-, wherein R repres rofiR: for which is renoved
o e s e R £ @ﬁ*ﬁeﬁmﬂ%ﬁ R = oo
aci d of ™ for rpdl ll!{ﬂ, etn{ Rfaiky ogmup,amng;o i o rmul a

Il there cans teectadswatll a femnveﬂaimivepf @ Qarboxjlie theegenpral formula : SUCCI ni c aC| d
anhydri de, chloroacetic acid anht/#éeag? nd the I i ke), an acid halide '

(e.g. dichloroacetyl chloride car boxylic acid Q k,grl de,
I'S

5-met hyl -i soxazol e- 3- carboxyllc aC|d chlorlde nicotinoyl

chl ori de hydr owhdrax |Rj“erepr¢sem§ta hdgallk Ryl or diplkd

i m daz@&®i de (e%%l’c 3 Nme Fi a) aol‘lsor“‘ ot SB ?@ﬁﬁbug%‘gﬁ)xyl |2g aci d
30 laﬁé ,gm Im da Zofra

4- net hyl OvaD{he-gBuﬁ:&Wb@Xtyi i £ piddrg of m: dary ammo groupaﬂﬁd dadearry a pro- .

1, 5-di net hyltqsyrrgagmpe(es—a:@md p)cwhich thel acylarione ot i ni c aC|

i mi daz® i de of a compo ﬂ fjfﬁgfrek caé ﬁ'@%f %hth%gﬁyf ?

acyl ating ag@ghis -acid - anhydride, chlor Cri t i cal and
can readi |y (dxe dadlomatenl clldgnda,nguanemsmoxyﬁcs acid chlorilej B-hmdiylmmmzblesart dependi ng

cyanat & iif%abﬁﬁl’fﬁéﬂi?ﬁféﬁﬁmﬁim S P e 2 | o can be

carried out aglide, 1,5dinik hyIp?zQia L RaRBEyRE u&&mﬁaazafde,au&ﬁﬁ@f%ymaﬁm&ramaéoove or bel ow
room terrperandjﬂle hkd @thel- derivatives suitablg a@laew:ézewase on t he reagent sel ected.

I'n add| i on, kﬁﬁ‘tﬁ?sﬁ%};‘%ﬁ bgg veegya;;l;e%gie bwmtsoq n a gustorrary
C a cty

i nert 3 gani é@"t £3l uene

and the lika ;'ooﬁ ehjetfurdat £G dﬁﬁahﬁb@d’lor (110§ . rodiE tehiptrRne, & gride and the
40 Imgkg%eaclanasem ghe feag seleett:ct ah dlem rt@nremeh usherp¢dnek®
ot g o GG A W@%chmrf:“;;s:;m £ Wi Siink i Accggding Lo
erbodi et f’rtmﬁﬁﬁof& PRI 1386} Rikifyifo! PYRidin
al i phati cal hlyeltkaund ha ogen atom in the si de cha| n of a corrpound of for rrul a
IV is dg:’g o ofofhe pg;l ifed by this invention, the

fgﬁﬂi L (HdF-Ehaf Pt rae‘ifﬂ’f’?“éﬁ OB g myterials
for enfodi MRt The compound§ bf@aman BGUEBR 6L Slardhe MBRAAY 108 eAbdageRoOuUnd Of the
gener al f or ife)lcan be prepared byaeaciing a compound . the general formula 1, 285, 529
7 wherein Rlerr] Rerr] and n have the si gnlflcance gi ven
earlier, with a conmpound (i t he general formula -

s

l \-'(o) . _ L2



[err] wherein R err] has the significance given earlier and
X represents a halogen atom 5 The reaction of a conpound of formul a
XVl with a conpound of formula XVII 5 such as, for

exanpl e, 1, 2-dichloro-1-nmethoxyethane, can be carried out in an inert
organic solvent such as a hydrocarbon (e.g. benzene, toluene and the |ike),
di net hyl - : forranm de, an ether (e.g. dioxan or tetrahydrofuran), an
al cohol (e.g. t.ertbutanol) and the like or in a mxture of such
organi c_sol vents. The rea-ction i's -sui t abl Y4535 ied 10 out at a

t enperat ure ek~ : 16

cor - 10 v - r, epRARCRY R tod hqravajhmas@mdandergmhh@nr, .instead of
represepting a haI oWitna gerapepnd of the general opmdssent s an equi val ent | eavi ng
group such as a nesyloxy, t osyl oxy gr ouRsor i ke group can be used
inthis reaction. It is expedient to first transforma conpound _ of
formula XVI into-a 1-alkali netal derx ONL,befaloget t he reaction with a
conpound 15 of formula XVII1. This 1-alkali netal derl vatl(WéHBan for

exanpl e, be obtai nedﬁy rep.mtlbe as q:lé sguﬁcan ﬁijfzg egrher d%{'re s la hraﬁélegl V pwer

al cohol ate suchk as tfo compound of fo gIII? such
as sodi um hydri de, srh ad Kal exammet,aLZ-Model-muhdxymnsa uem:eamd

| i ke agents. The re &ﬂnlcd b@f (eBoh ‘?ato}@we tthF 1d<e)3,é tbmlnd of
fornul a > arbﬁ, }6 ﬁfag‘(ﬁr “§‘€f ‘E sf ce of
a base such astoan a:{ukaﬂ 4 temp&ature of, f 008 @8l 190° YA Eohpbiini 10
triethyl am ne. responding to formula XVII in wh1ch X, instead 2 representing a halogen'Eth

repl acenent of the "&P’F%P&Gﬁ%ﬂagm 78 e cflgig :%R G?ﬁ%YPWs tt‘ﬁ@m’é'l %@Pc‘ﬁdikﬁ of a
Compound of forml T ag B Al A LW LEEERY ou
by reac- - 15 tofﬂdsrmunabdrvm 'Ismllt-amah thetiPdetivaBife dn, G ek AHPROPCILRGL ylias
acid of the gener al2id of pwlabali metal lower alcoholate such as sodium methylate, an alkali metal

HOOC- Rl err] ﬂigr; e i:d'i‘ lalas soi;um hfydnde, an ﬂkaélfmetflﬂ a}r?%;if such as sodxuntl amide and

H € reaction. o coni; 01 form
(XVI11) "25 XV Cears | Howdrbit hbd b0 hari e 31 B0 plelon A & Hle Rl SAf e
25 | f20t he lgrﬂmxipe gersdsdium hycfrdi[dﬁ),lblatrmﬂjrl ne:ont ains a primary or 2o

secondary- ani no grou cement of the ﬂw&wcailaﬁplyldilalom@m@cmﬂmgswrcbu@oi(e g. a
formyl group) whicl E‘

L:!t}ll fdé ula V is expediently pastied, gut by rgac-
conpound of formula I%' spec) azg{}y sul "%Eéarlb?xghcaaf‘éi S e°rrm"1?)ot as-
siumor sodiumsalts as well as salts of}ma-abl e am nes (e.g

trial kyl am nes such as tri- 30 et hyl am ne) : as typi cal a@i‘diﬁlé there

may be mentiongd, for SxafdHSss Hhg ﬁc%ﬂ & t he 25
t hi ophiene- 2- car boxyik afeegraip Rt Rorrd) XYy r@&tﬁma@mreé%&:dar&famﬁamgfbﬁp Stﬁlits are
used, ' thesen cany apoocisg spup (eg: @dfoimyl grodp) which it reinéved aftes abe, redt-

corrpound of fornmul g% Withca gqmpound of formulaéy Esp llyﬁux eszé@ silv Ryasaci d i n
he bt eaence. ob 5 A gl e mie sl z;zdf%of;x%g%: Bt e
reaction ’in an i nerte ﬂﬁoybdﬁt-z-ca&mulxyl&ahnd e roriIgRMMee, antods. af Qf3ed35

such as benzene, tdh Fﬂe alsn dbe tpkrparkq Joesitmj thatazs Iuetamrvecosmoindaﬁfmi M‘nes, refret hyl

ethyl ~ 35 fgﬁﬁﬁﬁ SPng fidein o presFase of f%‘?tﬁﬁ ignsl ’@ed'em
Dependi ng on tsbe resaale Siac@fl and. the hke,g‘ 4 R&ore 048G Dﬂetsﬁﬁ l}' ed 45
out at a tenper at urketoiredndetbn hkeod:mh txﬂdinideeetcalnip&lﬁ&g on the reagentsr sa ddl;<

t enperature of the tPEﬁ&é‘{"P’b Pﬁnnlﬁ ﬁ ‘ee‘;“t at a temperature betyken moul trrgpetagire ardotie ment
(c) of the process f)’ @Zﬂﬁ %ﬁey éma;i?ggfd%&ccsﬁffgsj B 6 by thls inverttion, r;dcogf
formula VI is meactpadxdvuftf&nﬂra ANk Rict rmula VI ’

-

40 (c) combends fof ffolrmmal\él Mqtlllx;;e?u lsmﬁdg a?é;ﬂrgaffo& %odiﬁi&;erl aI S
for enbodi ment & A ) npeiong i @rrehcof
formula Il herei nbeforE Nt hﬂﬁga carlzg”}?f ‘Rﬁm éﬁf"%gmﬂ'i“rl vative of a
carboxylic acid of the general formJI a HOOC—R®

HOOC- Rl err] ' (XIX)

(XI'X) 45 45 V\,her érQn'ﬁL%Es% b Shchid he 5| gal ficance given earlier

45 TAT s i6Mbn |16 efREE

Soo ARROED B Buriaks re 3
descri bed earlier freu:udn a compound of ﬂbﬁaﬂratallcewmhafreagﬁoﬁﬁﬁgg 11:%(? ﬁ;?&-%ﬂ

with a reactive derof fomply XVoer h‘?}eﬁ’ SePt ypcpther thanamonqi!hloaﬂlwt gmi:pamxv or,
when Rlerr] rgpres %&Lﬁf’&bﬂﬂﬁdﬁ% %Mr‘}ﬁégs ASA 2Pk RYFP PEFigslyps=Plafied
close anal ogy to sal Gn prR@euf R Ap@sechdan flr RouB S RO fubfBdiiy S RESSE S€! y°

expl ai ned 50 héqamg}atom or .group and this leaving atom or group can be, for example, a chlonne

50 In dodipe tom[?éravlflk}* : gowr(eg ox)i oh i s
substituted by a s sng Ogyloxy group” (€. HeBACH IR 'H P Bt 'ﬁﬂ’dnﬂ‘!‘ﬂ’)sanfléh*’vl ng
atom or group can be for exanpl e, a chlorine, brom ne or iodine

atom or an al kyl sul phonyl'oxy group (e.g. nethanesul phonyl oxy), an
aryl sul phonyl oxy group (e g. benzenesul phonyl oxy or p-tol uenesul phonyl oxy)
and t he _ 8 _ | 1 285 529

o Y 1 Y s o e Y



as benzene, toluene and the like, in a chlorinated hydrocarbon such as
nmet hyl ene chloride and the like, in dinmethylformam de etc. Dependi ng
on the nature of the 5 , conpound of formula VI and the anine of formila

VI enployed, the reaction can 5 be carried out at a tenperature
bet ween room tenperature and the reflux tenpera- ' ture of the

sol vent . According to enbodi ment (d) of the process of this

i nvention, a conpound of formula VIIl is cyclised. - 10 . . *The
conpgunds of for rrul a Vil reqw rlggls,ﬁg starti ng rrat erials for enbpdi menf 10
(d) gener al
formul a Ilike. T['xefeﬁdnon of a compound of formmal\MEwiﬂi df]formnld VIR[sex-r] Jg,a.w t he

si gni fi camedien Md@aﬂnlaermert organic solvsint,rﬁo mmhydéﬁcafP r a XVl in an

ane ogous ST, R P RV B Sk ST (ho.
prepar ati g B thed éffbr ular eﬁh!oféﬂ,ﬂh ﬁea@ioh atica ly- 15
bound hal bgmnﬁtoimat n tmplensmel between compronpechtod addhibe @metember&-or mul a

[err] ture of the solventyher ej n 551 {»@7 I%%sﬁ ;]d'and er he si gni fi cance
gi ven ear ko(‘?ﬁﬁa Gg“l‘glst"cy"cﬁ‘ F"“ﬁ'“ PHR BIIET ST i, BERuY él l’:]% nner to the
proceglure degsd do 826t foredulal VITT kegired Qs startiBg @R foP BmBklineATPOU NS of

formul a | {d) cneb;qmmgd,aforre&ndlet, by cracwgrp comiurgdf of ttiivcgenyenh éorradla: - 20 f or nul a-

[err] : ,Wherein Rlerr], Rerr] and R err] have the S|gn|f|cance
gi ven earller ' vmthnanlsocyanate of T2 la XIV.or a reactive

derivative of a car boxyl I'C lac 243 f g ha XV in an anal. ogous
manner- to the procedugf v t@‘%ob"egz‘“ear P e 2ang

ereupon - 25
cl eaving of f- the carh poxy ‘group. The - allp atlcally bound hal ogen .at om

in a. conpogMnd @l a XX can al'so be r@Bl aced by a group of
formula V in an § anallggous manner to-the.procedure described earlier
"and the carbobenzoxy groupncan : thereupon be cI eaved off or the
compound of forml g % k (30 RSGAGMLA Sl 2 9

1,285, 529 yjitn a compound of formula XVII in an analogous manner.to the prooe&u'e described

' 15 earlier for the preparation of compounds of formula IV, replacing.the ahphaucally- 15

bound halogen atom in a. resulting compound of the general formula

CHZ-HaJ. ogen

CH-R>

/@(N‘c°—°“a“m—°°°"°“2 -

oD

. wherem RY,. R2 ‘and R3 have the significance given earller, o
by a hydroxy group in an analogous manner to the procedure described earlier. for the .
20 preparation of compounds ‘of formula II, reactmg a resultmg compound of the general 20
i formula _ _ _ :

e

 CH-R>

RS 'llt—co.-cné.-_uu—ooo—-cﬁz' S
@: o N (XXII).

s whermn R, R2 and R* have the sxgmﬁcance given earher, ' Co
with an isocyanate of formula XIV or a reactive detivative of a’ carboxyhc ac1d of. .
25 formula XV in an analogous manner to the procedure described earlier and thereupon 25
cleaving off the ‘carbobenzoxy ‘group. The ahphaucally-bound halogen atom in a.
compound of formula XXI can also be feplaced by a group of formula V in ‘an
analogous manner to- the procedure described earlier -and the- carbobenzoxy group can’
. thereupon be- cleaved oﬁ or the compound of formula XXII can be acylated with:a



reactive derivative of a carboxylic acid of fornmula XI X in an anal ogous
manner to the process described earlier, the so-obtained conpound
of the formula J[err] meutﬂew] Rlerr] Rerr]
and Rl err] have the S|gn|f|cance given earlier, 5 reacted with an

am ne of fornula VII and the carbobenzoxy group thereupon cleaved 5

of . = According to another procedure, a substituent of the
general formula

-CH(R{err])-CH-err]--OCO R err] |nMMChHeH]am1ng]hwe
tHe si gl ficance given earlier can B%#froduced into a com 10 -2 pound

of the \q/ener aleaJuQer &lea%ve ‘of a carboxyhc acid of formula XIX in an mio manner to the
10 rocess described earlier, the so-obtained compound of the f

wer ei n R[errT and R2 have the significance given earlier, t he

car bobenzoxygl ycyl group |ntroduced gi Nt0o the product obtalned and the

car bo- benzoxy grou gﬁﬁ@éﬁuently cl eaved off. 15 .. . The

cl eaving of f of the carboben oy 1 group can, for exanpl e, be carried out by
15 catal ytic hydrog na, h 9@% %, a hydrohalic acid in the
presence of acetic i aci e.ca aIy | drogenati on.can be
effected in glacial acg acid/HC1 or ~ethanol /HC and the |ike.
Tre cleaving off by g#ams“olea=hydrohalic acid in gl agkshy : ‘acetic
acid can be carried out in t&@ presence of an inert organic solvent such as
a 20 - chlorinated hydroca@bon (e. g met hyl ene chl oride) and the:like and
al a terperature wdly x, g R sb% Wik FAlELL fdthigioom L emper at ur e,

I the car bobRaZe Wik Qliicios fob ﬁﬁv 1b6beABxyCAadp Ahereilpdaf clefved mul a5 XX
XXI'l or XXl Ilefand the resulting compound is cyclised, there is obtained a

torres- . pondi MfEBRHBAMESPIsTt gubstignent, qf thsgengral fowmmlect i vely in which n

stands for zero. 25 __&glgygéﬁgg@_@@_g@ a conpound of formula VII
i n accordance with enbodlnent g (d) of the process can be
carried out iin whichdRlead Rhbave isirignifitancyrsivar eadiiee canehdiintreducediintora com- o @ny
desired ¥ner t P9pgyghhe genewsl fMtla such as a hydrocarbon, a chl orinat ed

hydr ocar bon, an ether, glacial acetic acid, an al cohol

di met hyl f ormam de and the 1i}
critical factors, but it ig
at tenperatures in a range g

. _re@per a- ture.and pressure are not
}edle t to carry out the cyclisation 30
y O[err] -150[ err (&Y

30 It willl b _ f&F@H that the conpounds of formula VI
prepared in the man- ner géescri bed earlier can be cyclised to the
conmpounds of fornula I in which n stands for zero wi t hout

I sol ation frontth e I un1| i eh Qﬁxmarg preggred The

oxi dation of @.q lﬁ ;mﬂ% dg:;d' V‘E{é dﬁl:t%’t)tﬁiﬁglsanﬁ%e &0 to.a 35
correspondlngmﬁﬂﬂp@uad yidMdagedloffl N |ch n stands for 1 (i.e. a

N err] - o de) nTlacsleaV@':Soff Of the Carbob@mxri ng:ecm ft°h° ereagiied S Y of tHe '
present proce‘é?‘é"b’(:‘ﬁl ‘ﬁgge‘?c& ma@gﬁ“?,%ﬁ%?g“ 3:@? il ;é’umm‘:e" e, as the
oxi di si ng ageéfﬁana rth&h bR SeaBEh gtdtoﬁatfacahcé,m bladidl | uor o-
peracetic aC|dxmpambammemanabmmlnnmqhwmmo pfembiga gaicaolvalr sykrpht hal i ¢ aci d
and the 20  chloringt n( flegs eﬂopé?) apdhithe 1 imrphtt HKOPEAVBL cradti cal

and can ther E?Welént}{ 9¥bo I?irou ] cleavechb ?roln' mér@ounhtof'f&nﬁﬁpﬁi ent to carry
out the oxi dakx@or RXAN ahd) B tres@l l@a&h@o@ i/ Gtlised, lfefe is 4blained a torres- e€xanple, in
a hal ogenat edpdnids cwapoindrvf Sumhla d¥, Hedr (W epectivdi :erwl@b n atandsaﬂqr Zromat i ¢
hydr ocar#on spe by hihscrslieation e cqmpousd °§f"|‘?€é‘|‘lllj vk i, acgerdag mbadiment 3n 5t he
li ke e process can bt carried out In an alkalide, neutral or ac 1c m jun 5 29
. esxred inert orgamc soivent such as a hydrocarbon, a chlorinated h om
10 an ether, glacial acetic acid, an’ alcohol, dimethylformamide and the like. Tempera-
: ture and pressure are not crmcal factors, but it is expedient to carry out the cyclisation )
30 at temperatures in a range of ca 0°—150°C. 30
It will be appreciated that the compounds of formula VIII prepared in the man-
ner described earlier can be cyclised to the compounds of formula I in which n stands
for zero without isolation from the medium in which they are prepared.
The oxidation of a compound of formula I'in which n stands for zero to a
35 corresponding compound of formula I in which n stands for 1 (ie. a N*-oxide) in ac- 35
cordance with embodiment (€) of the present process can be carried out using, for ex-
ample, as the oxidising -agent an organic peracid such as peracetic acid, trifluoro-
peracetic acid, perbenzoic acid, m—chloroperbenzmc acid, perphthalic acid and the
like. The temperature for this oxidation is not critical and can therefore vary within
40 wide limits. It is expedient to carry out the oxidation in an inert organic solvent, for 40
example, in a halogenated hydrocarbon such as methylene chloride, in an aromatic
hydrocarbon such as benzene, in an ether: such ‘as diethyl ether and the liks. -




The deoxi dation.of a conpound of formula | in which n stands for 1 to

a cor- respondi ng conpound in -which n stands for zero (ie. a
4-desoxi de) in accordance w th enbodinent (f) of the present
process~“can, for exanple, be carried out by hydr ogenation in the
presence of Raney-nickel, expediently in an inert organic 5 sol vent
such as a hydrocarbon (e.g. benzene or toluene), an al cohol, an ether

(e.g. 5 di oxan), ethyl acetate and the like at roomtenperature .
and normal  pressure or ele- ressure. Another sui-table thod
is treat méqp with a phaosphorus jjJﬁaf’gﬁgz%mh as phosphorus. IYEE

trichloride, eXpedr&'He&deah& &' éoﬂxﬁ&uhd Of BARILET 3PWMENT scﬂd?&rélsma Mdr&a@ﬁon
(e.g. benzene arépoiiding doimlsehd i fvhickl n adhhﬂform&bqr.k hysldesszhie)iame@pddn@t 1 oom

th L3
tenperature, 10wi emtaddmmj @me v Ran ﬁ?ﬂmwpbeb@mﬁmwtbmper ature

can |ikew ge be y@@‘?“ g&h"(}‘aztﬁfﬁh§5{:§e effject ed

carbo:
wth zine and gﬁaﬁhcfﬂmﬁcaeid m" d’niﬁatafaonp btfire ‘and normal uch
gI aci al aceti c eadhressareC Aholier néhigd nthmnphxis;lsiﬂfus tribalida lsebhol and
the like and ex ER!!PSEW'JS 1°r1 tl sob'eflt% %%h aghed 50[err] C.
The use of,@ ' ?ﬂ gﬂ? %@% j1ed by, t he
functi onal groume a&cdnrusb ed with Bk chﬁ@ceﬁ@a&d)ma% r

unf avour abl e si szblyerttewhtas glansala®u¢ autd, ashl sd bi'cbacar!ﬁhu -ethenan @lcghol a‘nB

hal oal kyl and/ of &‘%@‘Y‘d ?P? p‘ m &%féﬁe"&n‘l&e umﬁﬁ
s . ) 1 b
deoxi datiofy is ﬁ a:ogxd uxléa:ggfa X Eaoﬂp sxbl 15,

trihalide. haloalkyl and/O€£ fifré6l g1dGp. & PreRAd mala&ul - dédkidd ﬁ‘m@iﬁ@i&ﬁl?} provi ded
by the present ¢amied vt wmaphOSPhorusnahahdy ound of formula | X is dehydrated.
20 The C@WW%r bopigrtne a&il‘?\d Pracstti frevified, by e resen dovpplionsr i al s f or
enbodi mentyy 28R o kO AR B RLRRAT & kubihg BALGENG BnboRRET gRoundzof

the general foggncbe prdpered by reducing-a.compound-of the general formalder ein Rierr],

Rlerr] and R err] have. the significance given earlier, in the
presence of platinum -oxide.” 25 L It,,l s- expedi ent to carry out this
reduction i‘n an organi c solvent s I’E:?ﬁ°‘§%‘ gl acial 25 ~acetic acid,
an al cohol and the like and at a tegpefature between ca O[err]C and

50[err] C, preferably at roor’d t enper.ature. The
dehydration of a conpound of feA ®in accordance with enbodi ment
(g) yields a corresponding €o d whi cwzcont al ns¢&v) doubl e .bond in the

4, 5-posi- 30 tion and gatT, e3<a -be carried out with a
carbodiim de such as cylohexyl- 30 j,~ \,o "carbodiinide and the |ike. The
dehydration is expediently carried out in an inert or- ganic
sol vent such as a hyfnoR] ROR: @fi B+ hiE 0% SRRAQA 2AELGRR),, an ether (e.g.

di oxan) mamdptekeecequlqaun%Qndehydrat ion is suitably carried-out at a
tenmperat ur® of, flode & fo, carry out this regagrige dan. ﬂﬁﬁ% 7 ik ﬂ%eﬁq@rr] & In
this dehydrati of Dheters lﬁgf“gf o Wt Pyl %5 BSEPRFERESS PRE P9rieri on of a
corresponding i sonﬂfeldah h@oxﬁ@@wﬂda o if Qicotidnge Wikt dmbodiment 35
However, this (gavieidy a conpmuodins Cmm;nd vehich dhersaisi eb@gble-horﬂenahel 4,5-p@ei naf t er,

: 0 txon and ' can, ech o
b.e readl ! y3 | SO- bodnmlde ang?&k etll‘he degldrahg_ E’?éléﬁ?

SRS ‘W‘E&h@‘é‘xanpl@
with a base sughie séivenfihcil ifdrocarbon (eg - _.ethﬂg t hoxi-de),
triethyl an ne aamdtmmemieelehydramn is suitably. caﬁﬁaeﬁ:cuugmi perafaitud) bmmﬁpl h) of the

process OVI d‘@ﬁvﬂ 76 2 VYTE| . bn thisgdehysingtion) Othere .is - fregoently] obsgrfveﬁthrrml 3, Xis
oxi di sed 0 d % %tgﬁtespondmg isomeric 3,4-dehydro compound of -formula 5.

The corrpounds dO{ rw|4§ S o%rﬁgﬂcgr% S descn m detaxl hereinafter, bf’ rea ﬂ&ﬁk grrbodi’"rrent
risddOto - ;,{IB:{;
(h) C aralftogide (ep agditch frmtmﬂdgpmaﬂtynﬁlsm@ﬁd tHaexkgener aI f or. rrulaa [er]

cor O Y ] 5 v
, Wherein %er r ]poun -of ?Tmu‘lo ?15 OXI( 1sed}t01r?§1el}gclk gﬂﬁ;ﬁgp@alﬁ@eb gﬁmwm# e
The compounds of formula X required .as starting matenals for: embodlment (h)

can be . prepared from -compounds . of the general formula

(XRVI)

o 'whe:éinile-.and R? .have the 51gmﬁcancegwmearher,



11 1, 285, 529

11 I n an anal ogous manner to the process descrrbed earI|er for the
preparation of com pounds € . . : . oy

XVl . However, before carrying out the acylatlon, a protectlng group
such as the carbobenquy group nmust be intro- duced at the
4-position and subsequently hydrogenol ytically renoved. 5 The
oxidation of a conpound of fornmula X in accordance with enbodi nent (h)

5 11 ylelds a correspondlng copggggﬂ mhlch contalns a double kend in

+- brom ne,
chl or | Néy azi iﬂomaanhi@oysl mamaapdheers‘bqeasslescnbed earherger :ge p@mnoh eltchylr ester),
hal,osucci ni ni E@B%S “brbrﬁ@@ @PWP‘FP\ fm“l*ﬁa?‘& Q!‘E&efsg "g cantying

chl’or oacet ani §&)7S ”r‘iﬁ t}’f‘{%’f‘“ P PUBIE s enbodi nent

in an 105 1 nerfe ch o .56 ofSI éwggammmﬁmg(mbenzene,
t ol uene and thedslactoa)spox@ngcdhﬁmundwhxchcontaaisa eubltben! in rﬁemmmranqe g. carbon

tetrachl ori de F] e W F‘%ﬂ az‘d"catb"xyhc ran) and t he
li ke and adva% Y 4 th@g 1§< %‘% Eﬁﬁé‘%‘ﬁ’%@yﬁi !
and 100[ g r] Gnert organic solvent such \6C ID e%l’r b@GtnETBthent lajd Gk likJE),Ga pr ocss

provi ded by tml@enandréxmrocmb?n écg:@arbonlﬁn-ac}ﬂon ) am ckthexf (efgodioxahcor X¢trar s convert ed

into a corr es?@%@ apd the § %@Fdraé"a{im’ﬂﬁﬂawpe‘mfe bgtyeen about ~30fG eat ment wit h,

a base. | ReeRRERAHNESs B frREBlofidedly il GikdiRf] A3mSt arting
material g for p@ﬂ%c‘ggg:fni%ﬂi XI is convgtf?eﬁlflit: g&rﬁo@&%ﬂgﬁﬂ@dﬁymﬂﬁéﬁhﬁa’ ng la

correspondi ng d ound gf formul a )f( “%E’I tabl e acyl ating
agents are, ‘é‘“ X m%gfi’h ing nagecials jfor
anhydri de, ac cg%ﬁ latin; corres ndmidgx grox co ghgg&%gxa%?out t he
acyl ati o in ﬁdny'undanad hahdes andpneemennes edien S@'tﬁblﬁhhe%ylﬁiﬁﬁ ilthee arad t he

| i ke as an acpusence obp bm Slalnds pynd géfm es anamd-accemer(ﬁm?emn osgatih as a

hydr ocar bon, g{g&‘?ﬁlsﬁﬁhﬁﬁ er, fi‘gﬂgﬁé"l‘ﬁ‘gét Lat a

t enperature bg amgrtf,m el pm atdlpcarries an

acyl at abtse or an eqmmletnf p@&&mgtgﬁ'ﬁp taﬂ)oﬁaﬂﬂdxy ugomodﬂieepﬁc&cmg igtip t 0 t4ie

acyl ation by being ek oup_ 2 or an equr val ent rot cti ng group;
(1 Car bobene gl SO tbrt;ﬁ A o S ino

subsequent |y @R ﬁi&xde), triethylamine, aﬂﬁz in the

cl eavage3tof agiidt gomliamCodn@eiie)chnod fthe hke in an aﬁl@dmsl @e Is aliis bee, car ri%ed out

by treatrent it ¢x lebfa@éa@ ?}ﬁt s‘re l‘nl?ilﬂlk inerhpuarnrc@elw(m ugh as an Cthefs sodi um

hydride), tri ﬁdﬂg’f i}_ﬁ LA 3’%‘;@” @ "'”“‘i” g)am‘ &n al kal i
al k- 30 OXded by (FeYin @aﬁhatb%ﬂ ,1),Iseyrl éo@nga%rydr ous -
medi um 3¥n thtos,yl coasesyl group3ﬂowever, m thls |embad3neeo< edk:arwso toa:ur:asran et t HS
treatment in é‘g

Wwhichy camy rl@@wmadeslre com- an al cohol
(e.g. ethanol 5’°““ m@gﬁjo T g}gﬂ JBLhy! f or mani de
and the like ai f& g‘lﬁtslkro@ﬁrtéax EbrrespSHdRE 4]5Cde ii) tﬁﬂ'b C. The acyl
group de40 treatmenn@'ith‘d B¢ I | |n forrrul a XI can lbe a | ower " al kadfoyl
(e.g. acetyl), 0 tejals p. However,
in this errt)odp;féﬁi ﬁ ﬁfﬁé éﬁﬂ dm 45 cgppound Eﬁ"g medi ate a

conpound of fsuymnan Ji erw}gaﬁia sGlodit laeh Ed’ am a (elgNbefzefe) 0L &ildred CoMt
pound of45 for mﬁdalytﬂmqarbomwahdésn@@:mmmresme ofrent duidehscepterssachi abpytidiver ei M&f t er .

According to %’%ﬁr’ﬁﬁﬂt“ ﬁja e;r & Brote: omzség}i,ns%@agnﬁ%o lli?ent lon, a
com DR ogol atbil 1 masead descSibGIOMN b wih e blepaltiondi Ng
4, 5- dehydro cafrrmrpmddéoyf ﬂaﬂnula XI b Skaptrdily Wrdiddte@ befbie i) adyRti@. by a

40 50 carbolyineo aif—@rpmﬁctalgmquprequr red as starting nm@terials

The cleava ! hon 9
for embodi man}rom g co po . f)fo sﬁgo&y g:ggg ce w m..r,;é@angm“ gspondr ng
4, 5-di hydro cgiimg i@/ se such as an bhydride @& l ans of a

rresyl or tosyhn klmhl all@xxdé fegl smdmn oeidé), ixﬂalraﬁrarxydec(ug sbdhins amzdc) and acyl ation

in an i¥ert 8edilnincansshydeons m ﬁh"a“a rlb o °“t

chlori- 45 Z‘;r g%ﬁmegﬁg‘aj thy?& (ﬁ‘l’ki th at y(QE"ence of an.

aci d-accepto 0%0Ydnit ARRE. Tnt s treatment, theﬁ al prn !nk'?o
tenperature bpctuneehfo&{wr rxm: vehithl cbxhbe reaidngad 10 el’rbmdatdﬂpeuxﬂfof lfdiﬁula

acyl ati of? nmi x¥ H’r?ccor 6‘1%""? ol oun s of formula X%arries
an acy al- @ pped et L ﬁﬁifﬁé@.&@@% rigg,@rsﬂa L ’g?%‘%"gﬁ jearlier in
connection w EcoPpRB@T d tfordilla XTI required @ Xl) be
tenporarily pfké)tcecbcedremeidom tebreesppudinga tomponn ofafoﬁihla XI oc ¥babehazoxy gr oup
or an eqﬁﬁ val @mnerpﬁieéqr@@te figr- d}a GE’I‘B“"“’ compounds of formula XIII can be prepared 65 5o
The cl eavage of an al kyl sul phonyl (e.g. nmesyl) or aryl sul phonyl (e.g.

tosyl) group from a conpound of formula XlI|I in accordance with
enbodi ment (j) can be carried out by treatnent with a strong base
such as an al kali hydride (e. g. SOdI um hydrr de) - _an aI kaI I al koxi de

N L [r—

g

')-

s
e




12 1, 285, 529

12 by introducing a substituent into a correspondi ng

1- unsubstituted conpound in ac- cordance with the methods descri bed
earlier. In this case, however, an isonerisation ' to a 4,5-dehydtro
conmpound can si nul t aneously occur. . The rearrangenent (i.e

i sonerisation) of a conpound of formula XIIIl in ac- 5 cordance with
enbodi ment (k) can be carried out by treatment with a base such as 5

an al kal i 1l cohol ate (e g. sodi um net h2ssisee), an al kali hydride (e.g.12 ¥
sodi um hydri de) tri et hyl am ne and the TTKe, .Ihe tea [angenth,

expedi ently car"?i arfu gty 2 correspondin E?“gg Ve as™ da
hydr ocar bon, angy lﬁ(ﬁ a:’ﬁﬁﬂferi, 1sqgse o lag

. “ enperat ur @

bet ween - 40[ err] C ’Bﬂa eﬁaéﬂt I(Ce. 1s1>ﬁiensauon) of a- cdntpowdl of fhmwpmnem ated that

t he respec8ive eit‘damelm tm!otxtm qup b trpaent Wlﬂi.t base such as pefPr e
l'eafl'

need not be isof zﬁﬂg& %126 "rcﬁgg? ‘ﬁgﬁ%}% of this-
i n- VNl sy dsSaOL anmlltE!: §ldlaGd ot hhey ~ are

pr epar ed. tem;;;rature d ﬂt mmu a I her ei- nbef ore which ar ehlll%ay C
form aci d ‘¥ddi t tstall tbs aPPreClate thaw rewﬂfgwtg Ligg M .__"roc oric
acid, phosphorl thou ‘%i %“‘323 Virchy id er gé@f ¥"and t he
Ilkeandvvlthorg i C a C mc 15
acid, succinic @g{a% m’ﬁs f°§m1&a eoe%h'& hBh.Od%ifh g&ﬁ%&ﬂ“ J li ke.
Corrpounds Bf f ophué md arﬂrtde lildaandwmhargmmﬁt suctaibsl & xamepctead)écm, &ahnts ca¥® be
used asacigh suceinin geids geatpicsacidp paciyenesylphionis agid sﬂd el | ves .and '
anxi ol yti cs. Compounds of Tiornulark dnd sheiruiharmaceuticellyi agfeptpble witgjesndasted at ed when

m ce to which ci‘?niﬁ‘&i?ﬁﬂ’és%m““k GFWB*?‘F&“I“&“I“@F“’PW sal ts “have been

adni ni stergd ar fs'{f@a\"é{‘é:)r en_ av v. ce. 4 Whmh Compouqdétrazﬂ e
test accordi ng fQabiGes ﬂ{} jor CSoc eﬂl

254- 257 1949). The-zsesa;btshat@ulgmeeﬁveﬁm *'m whghm/meﬁinthat aossgeant that

dosage 1 g apticovulsgyt- ahch bmveh%tadwblm -about
doubl e t heypent °n‘“°°m93“s° me%‘ﬁml larl SO to

2-0 5. phemyl AL 4040 —, ,
an untreat ed COM mcﬂ ﬁp A im&..u ng/kg 4P.0.), shows in ‘the test for
chl oro-2, 3-di hy ahumnﬁﬂmoacﬁvx hianthé -parthnde leﬂteetrm |m |EPRL-2>pI - mggt hoxyet hyl

nicoti- 25 kg po,n ecm% ?Bﬁl'hgi%_ L ;)'é’ ?Gﬂyg/ kg.
(p.0.), s § o A I;m_ 00=-300 ’%‘ ¥/t he
pent anet hy enetqf( éﬂ%ﬁ% 2?5?2 mi&éi&y 19 ?:%25 mg/kg po) sh gs ﬁ *

2-(7-chl oro-2, 32G|0h?almxﬂ& (W!ﬁl 154: mlddp&ndbatbwza)ci»mﬂpmdimywn} 2- et h-

oxyet hyl chloro tathewsgy%g; Ak Cmé‘gogemrggma 4P ?he mshows an APR 2. 0 of
mln

sng/ 30 K s dEhe, Gnoke ed the capability of hlch
2(7 chl oro352 3- d:;s - tirid - haviBeX fud) eca]lmntyo N dgatﬁmﬂueﬁf&r 2- 30
met hoxyet hyl pymazodne’llhﬁ-rechndsd) fe?rOrr]gunl@SGotQ@O@ mﬂglops pr) shows an

APR Egt: oFa K gm m,fl %ﬁm%ﬁn&mﬁnﬁ% @%% rbital, a

comonly uge ereafter, the .selecte /'kg. 40

The nuscl e reI add@sges, inkGducad dnyo ﬁﬁfbtdﬁﬁg ﬂﬁmmﬁid’teall:ﬁd ahd)the figie d@ingtwhitg rod test.
In 35 t hi s thessre able ¢ yempi- og ghearptafingerad iSHbtemvdehat tissaggfwhwh(bqusmhl ch are
under the infl or\"&e‘é r&i g?m‘l’fentgin“me ‘a"\jﬁp’ ;f e gaxant or
sedative agfi Vi pikny 11_ H’e Mbefadigberth OW . Yyly O atmeﬂmxyemyl nicolili6 she¥dn The gs0d
used has a di anHDe,rofat’i n@ﬂ:gr(‘pm and (Vetcﬂbres 2at- cﬂtyd:eval-thtxo ORS pheayl - 1H-

m "ﬁgt e. For t hg‘; g@tzgtxmtrie- E{reyl Egegt; omaeeetemp\etvneﬁlésu abﬁe to
refrain on the B ?I‘Eﬁi q#lﬁ}?gl N
adm ni stragg on Odazep tes% er ea% o ’l"he 50

se'l ected m ce ar e evemptdn$ cfofopodn d abd thetr plasﬂamluaaﬂy acc&paiblﬂsalgs ¢ad0
dosages i nt r odefeBdn: g‘:ﬁeas \ rf@dexaepl “hlﬁ!ee%'mi “F‘ﬁ

U
\l]

preparatmn
ddrl ng which carri

tain, ;
o r -- dferial
det er mi nedss Thaguit BEﬂteﬁﬂépphcauon such @d;l exﬂn “Aoatel Codfatic
time spent on thetosn,oattmhtsn gpagnegi - steadﬂnml@demblt loibs; g-libﬁsepcrljalkylenehglycols For

exanpl e, the af B hmﬁ & The phapmaceutiea), tmszej;_be lid firm
B ey " Ratnis G faz‘;%@? o i ! o
ni coti nat eees hOV\Es pra&vmgjﬁtablhsmg, {it % V%ﬁ 'o'ttc( 7 -60
c/hl oro - 2,3 - droo buffeds. Thqxgan- al@ conqahesm |0ther thktapeutically valuabl& sulb- -

3enzod| azepi n -s g‘ d“i,gr%ff"u" PﬁB%?aétrfﬁ}‘tm“@ b 8 e  Ghigadks tan HD[ ERR]
f 6 | fe5 ilfoghrate ) pRIRs profid W@ 2 - 0X0 - 5
phenyl - '1H - 1, 4- eﬁszedl aatzeepl rltj % pm ?%)By 9‘5 - *re’fhoxyet hyl
Eyrazi ne - 2 - carboxyl ate shows an HD[err] 50 of 4 ng/kg (p.o.).

0 The conpounds of fornmula | and their pharnmaceutically
’accept able salts can accordingly be used as nedicanents; for

exarrpl e |n the form of phar rraceutlcal preparations which contain

. T I o=



13 1, 285, 529
13 EXAMPLE 1 A) The preparation of the starting
mat erial - A solution, cooled to -20[err]C of 27.1 g

of 7-chl oro-1, 3-di hydr o- 5- phenyl - 2H 1, 4- benzodi azepi n-2-one in 150 m of

dimethyl formam de is treated with 8.1 g of sodium 5 met hoxi de

and stirred for 5 m nutes. After cooling to -40[err]C, 19.5 g of

1, 2-di chl or Qs 1- net hoxy: thane are added dropw se.

Wthrn 30 nureq the tenperature is a8 . . toriseldo

qerr]C t he. mxture is poured W th SE‘E&ME‘Q ponto 500 o of water, the pre-
tefi@KEN -

cipitated nateri ad) iThe pRpuddtion &idheQtatting up in nethyl ene chl. ori de.

After drying A solutlon, cooled tw-eZO°§Q¢EfIZZImg8!ﬂf7 phlebd,3- diﬂyén'om&yl-ﬂneﬁ-chl oride
soluti%n is vapgf Fea eFuémethylfOrmamldelﬂreath um zed fr om
et her. Recrysgt al 1l gde Zy ‘d‘c
chl oro-1 - net hoxy)tetn‘swto e°i: amedmhyﬁrls)p hﬁEbyi a@g ﬂ;}z one of
nel ting " cipitated mat usniepal Qﬂ arld- 1l [up riw juSh ylene chIonde After drying
sol ution of ;36.3 g‘“cﬂ’d“?“ & ’ctxh ylee ghjoride S°@H?%FGWWH@2E§§ (9% et hyIA

TQMm ether. tal: Zat H)_ 1
1,3- chloro-1 xﬁﬁﬁ 1:8'1] 1aﬁdm 3 ava y;-zH- 2 -
one in a m xtur e paific BOO—154 15 or mam de a d 20 n

of water is treat edAvﬂolaanlfﬁ 3% efof ﬁotcalslsr -ulm E(%etchiore 1 meﬂﬁxy)ethyl] - 1,3~

and boi | ed ypder JMEfip 5.0 yRbeny teazodiagepia - Zc?r%eﬁ f he
m xture is pour ednd bc%led undex"iereﬂux for 51 ¥ Waml\ﬁdﬁeatﬁ%l 8 Q gﬁl pi t & ed

product is separ abtedetf inl aheatkr ke pttﬁpikdl’ed product is separated off anm
chl oride. The solf%thb’le‘}? chlgtides (Th ’%ﬁ hmzarvelr Wamans!r ommumodr um

sul phate, i eva|§ lgﬁf,;gﬁ %?’Pd;fi g“ L@?‘ég (ﬂ? ih rfa%ggreg)e( |sl1‘
elt oint 4 cond

obt ai ned benzodlazz;un -
- nmet hoxy) et hyI ] ﬁcatx&l melqshlelrsm—mzm—l-

benzodi azepin - % }(‘)ne of nelting por nt 154- 156[err] C. A second crystal
nmodi - ° ) T

sﬁsaénmr'f%'ts 3L 31%9 o1 -
B) The procgss: ethyl]-S-phenyl-ZH—l l4—b:nzod1azep it %%ieyﬁé edniﬁrgmg 0f25

7-chl oro-1, 3-di hyedxpcra 41y gl ohsugeiri cﬂﬁthth eand 60m101215ethy1anuﬁ:1;

-5-phenyl - 2H 1, 43; (7R up ;@ }E B%Eeom@wtﬁbd@ed at
room 25 with ether, acxdx %cviqﬁﬁmﬁtm ti?gﬁ anhydr i de
and 6.0 m sf triekd 8¥hidd I The extfallG§ Bried over sodium sulphate, concSrigid cl egy .
solution. The m wtcusrselllzed Yyetfituratios wita hekagy Fhane grubn;amecbmcxamomz Bdlhycﬁdqe

resi due taken up2‘°tlf;l ! ;I ‘l”éi, ?. g v dudregsm aseccinas 1afi on,
washed melting point 15716 RETH R W“it ﬁ‘sed‘?“l GrEelEaer foei 4 and

the resulting oil extract ed w th nethy- 30 - ‘I'ene_chl oride. The
extract is #ried. ov r .sodi um sul phateEmm@ntrat ed and the residue .1

is crystallized %2} @lgfgfhgﬁ;ﬁem?ﬁbgnzoﬁ azepm@cﬁxle Wﬁd@-l&m 1s u-eatl:lgﬂ;

2-(7-chloro-2, 3- ferature with 5.7 g of chIoroacetlc acid anhydrid f tr1 th l-
2- 0X0- 5- phenyl 1bdaifle dndblefin 2o sthrd z:@ Bhensathe Yeinperatudebrhd y eﬁlru sol 0 >

succi nat e is concentralted undgr red%%g@ qutresj_@? -111 kﬂbnda' he 40
nel ti ng poi nt dogggt ﬁ?} #ﬁh&ét@ﬂr e unf lxﬁl 1ons are com megdelcvggcl:lenﬁ) oo

acet one recrgstallized from ether and hexane. There is obtamed 2- 7-chloro-2,3 -dihydrd=2¥ox6- LE 2
35 5-pheny1 1H-1¥-hiodiepind iy Remahogyetholl cHd oaBetge ®f melting pomt

7-chl or o- 1, 8- di h{A4Pol36°¢( 2- hydr oxy- 1- net h- 45
oxy) et hyl ] - 5- phenyl - 2H-1, 4- benzodi aze%g‘ﬂ qone in 100 m - of benzene I S.

treated at A “solution of I3(7OENof @APeRlérh-05 AihirbD-oko-TpltnhiHONM-QRAACEL i C acid
anhydride and 6. @em-l-mlD-Z-tnrethe yl-chloroacetate in 30' ml of benzna isereamjwi'ﬂeéb nlo stand

- digt 2oi rcﬂﬁéf xtur
at the sameg ermg %tltﬂx?l trate, e L?:uq‘gt%?ir in (ﬂ ¥ 1 e 0 50
is concent rat ed R08fioriie S hhcﬁ 1tib é eg %{ solu onI n ==
met hyl'ene chl ori shel aged) evaporated. The res1due, dissalied 1I1 e R e 19datd® Gith

chr omat ogr aphed ) p‘ﬁg’%f &13-Nethered] Qedrogm tlﬂorﬂé)%ﬂtemmydd left to stand overnight
180

acetate i n ﬁwf ; after. ,ﬂcm

eemee ried0
concentrate ath for.2 hours. There are bifedided 218 L ﬁ%ﬂo E Ctﬁﬁ ane.?
There is obt ai ner3 2 dih¥dre h 2 Groge 253-pddnhy-(h‘fD- ?,40)béhzod1azepm yl) 2 - meth-

5- phenyl - 1H- 1, 4- ¥&nWp6 a1t Ayriachorige which melrsm)dyié’r-wo%twklod@mxame of melting
poi nt 45 124-126[err] C. EXAMPLE 4

45 60 A solution of 10.3 g of 7.~ chloro - 1,3 - dihydro - 1 - [ - h}ﬁ%ﬁl\/f) L Fesd- 60

A sol ution of 3.d%ygthy] -5 - phenyl -2H-14 - benzodxazepm 2 - one in 125 ml of pyridine :
2-(7-chl oro-2, 3-di hydr o- 2- oxo- 5- phenyl - 1H 1, 4- benzodi -

azepin-1-yl)- 2 nmet hoxyet hyl chl oroacetate in 30 ml of benzene is treated
with 6.0 m of diethylam ne and boil ed under reflux for 2
hours. After cooling, the mxture is 50 filtered and the
frItrate evaporated |n—a _vacuym The orIy resi due |s taken up |n rrethy- 50

o o T Y 1 o o o

O




60 A solution of 10.3 g of 7 - chloro - 1,3 - dihydro - 1 - [(2 -
5

hydroxy 1 - neth- 60 oxy)ethyl] - - phenyl - 2H - 1,4 -
benzodi azepin - 2 - one in 125 m of pyridine 14

1,285,529 _ 14 I's treated
dropwi se at 30[err]-35[err]C wth 10.4- g of furan-2-carboxylic acid

chl ori de. Af ter conpletion of the addition, the imixture is stirred
at roomtenperature for a {‘Qer hour and then evaporatﬁp under
I‘EdUCEB1 pressure. The.residue s '[1{,7;' up in met-hvl-ene chlori de

the sol uti O& Eﬁ?gopwme b spaLBEe widlt dodl Qf/?lﬁansﬁéii'ﬂdﬁ!@ U&@Qﬁ&ﬁleand S
concent r at eQfrerl hpleGénl 6fUiBt adition, e yxﬁh&le?m akrd. aﬂl’oomrﬂeﬁlpelratrt dm an thy P

and yi el ds furéer- Ehour and. then evapprgwd upsienrgdused: mmﬁﬂm Tetidue s

ri hed ', ter. over sqQ
01 recr ySt aﬂ?‘f_lczn 4 lt-u I?CCPIGSI u%‘Ol Q‘@Mh v?ltg{vg r atlon Wlth
chloro™ 2, e Hodi¥s fqneltmg oint. 12 0

2 oy I.lllzatlo j oﬁ -
di azepi n - Is obtajled. 2~ (2- chisret Iz;axyﬂiy&w zf-uuxans phenyl -CHH: bcb,nylbatze.» of melti ng
poi nt 129- diazepin - 1 - g_lBﬂ_Feme}l@;yetlm}(furan 2 carboxylate of melting point- 129°—

EXAMPLE 5 131°C. -- 10 . . In
accordagypce wth the procedure’ dESQ{Mﬂﬂsl n Exarrpl e 4, from 10 3 goof 7-
chloro - 1,3 - Ifliadeyreance WItH.-the r&cedurh;i{dﬂrbqulelﬁmplerm&ﬂquﬁegh 5 - phenyl
2H chlora /148 - dib:ekpz di- roxy - ;f-sme g Ly H‘pf

5- et hy - | s 4y Baedss ggpl Pﬁyc%g 4% S SIOCAET T ot neo 2
- (7 - 1s8hlong - beézo Y22 2methd¥ethy 5 < dzole - 3 Hcaxsoxy- 154 -
benzodi azepilate of fnelnngy o)mt 142°—r4ﬁﬁtmafxeyee¢wtlaﬂ1£anon fmnhshhnol i soxazole - 3 -

car boxy- 15 - | ate. of %Pnn%pm nt. 145[err] 147[err]C after

recrystal | i zat igQn, £ QI SEAARM. are heated. at.50°—55°C for 1. hour with 60 mi.of  EXAVPLE 6
6.1 g of im@pi: ggmiridalnieaauﬁbna?r&ncelaeeaidgmeafemﬁei £t Gabae aid hour, i h 60

m of 20 again tincaptrythd. 'thomdp dsgnicotihay! Sll¢rige hlgride g elstined; led e

ed gpo olytipn of 5.15 10&)0 .
e R Ll R e e

porti onw se ofit byiftidh fahd ikl withiméthylane., slﬂd»rue | Tha. ﬁuiatdesb&l rtraed in'

7-chl 02®- 1, Fachinhy/die. eesidu lé artitioned. between water. and- methylene chlonde, the methy-

oy 1 IR AL O B SR S o 75 i, of
pyridine  Recrystalli Vlde 32 . ofSZt (7 chI66 zatdluymm&esrp&hﬁt ure for 1
hour. The prlem betnactdequm-lf-yl)-z-mtbdyethyl xsomcotmué fof bgnelsmtpmm 131 washed with
met hy| e cH/®G de. The filtrate is concentrated-in a.25 ~ vacdim the
residue is partitioned between waigf@nd methyl ene chloride, the nmethy-
25 | emesusgahsion iofl8.45 @masembrs-mrdﬂ@dmavm.hﬁaﬂy-me&b&yph@ne and

concentr at ed-phﬁYeZHéﬁdzemq gyer-P-one in 50 ml 0 meahdda y &1 of pyriding is et her and .

Ly t3§| | i Crt{j meﬁlﬁonw‘“ 3]"" n: P?"}j“l‘-‘“ gﬁt?&dﬁm 1":1lt£§"rand 35

Recrys ﬂcarlﬁl ate-solution, - dried over.
2- (7- chl or 0-sgdi én Qulpstlr @d?:v@l(ﬂte&- exe dual- oil crystallizes. from. ether and, after.

Haites - rocg-o
il;_?l gobenzc;enrsa@&l !Q?beinr;gclilxzzepm- ~y1)-2-msg§:§y£g§fs n}czgtgate o?melnngy&mcﬁ3ﬁé+ ti ng poi nt

1 Afters furth tallization . from ethyl acetate /h Iting. point. 40 :
30 rises to. 140°er_.11f20g reonysanen A / E%%L%e u)] P A
suspensi on of 3.45 g of :
- 7-chl oro-1, 3-di hydro éalrotx
S pheny - 2H g ﬁ@ﬁzq Shilt b aﬁ’i‘ i o of
pyriding is for 2 hours, whérktyathe 1sVUb sol on B (pmslinimid 1ﬁﬁdam1aede ang . _
stirred at rM@mv eqitabmmé mﬁlmliwt&@ is preparth from . 0 lAfg eff sodisopednt ration in
%Jg}l ~ € sion: : ;
a vacuum n%ofs m to roorgﬁ‘gtg;a%régue reate ﬂsq: %Jn nf '
met hyl ene PloF6E, chfo sip gpe tﬁ"getgm phai e sal.ution,

dried cmer phenyl - 2H' S0 umzodi milnaue- orarifl se\txﬂ m&th@ldae chlofiite Thesi dwal oi |
crystalli ze@rephne@mhémefr piepligic agid-freidazolide. is then. adﬂ@c it mixiireegtpsn  from et hyI

acet at e/ hexdHEre "g'gzg? Iﬁj‘”&%ﬂ ‘& e%n?ﬁ;%g recipiaate Is then
phenyl -1 H1, o4 Blcki alelsa&t%haaei‘éié mel ti ng

poi nt 1588- 4:Iihe¢ over sollllﬂ{ smtpb $t€andAfoheentrated] Thet damualrcemr gillindslon adtiizon f 56M et hyl
acet at e/ hex %Wnﬂf@ ﬁq{rtp? te]lization firpm ethanol /ether, yit P~ (f-@hloro-z 3=

140[ err] - 14 1;(();-_—{: enzodlazepm- ~yB=2-methoxyethyl picolinate of melt- EXAVPLE 8
After the a on of ?96 g of picolinic acid, a slurry of 8.0 g of

N, NI - car bonyl - - - .di i m daz&keeen240 ni of tetrahydrofuran is stirred
at r oot enper de eeerdansel gt the Pgrdfre Algscribed in Rpme fofipm S lapef @by tH8re is
obtained a clear solution of picolinic acid imdazolide. 45

Meanwhi | e, a solution of imdazole-sodium is prepared fromO0.16 g of

sodi um and 1.6 g of imdazole in 20 m of tetrahydrofuran by
heating under reflux wth exclusion . of noisture and, after

cool ! ng tor lomterrperatt[lre Is treated with a suspensi on-of 8.1 ¢

T T 1



i ng point 151-153C EXAMPLE 9
60 I n accordance with- the procedure described in Exanpl e 8,

from 8.1 g of 7- 60 . chloro.. 1 3 . dihydro—w-l——[(2
- hydroxy - 1 - nethoxy)ethyl] - 5 - phenyl - 2H 1,4 -

benzodi azepin - 2 - one and 5.8 g of pyrazine-2-carboxylic acrd there are
obt ai ned 4.6 g of 2 - (7 - chloro - 2,3 - dihydro - 2 - oxo - 5 -

phenyl -111 £.1,4 - benzodi - aZ?Eés g 1 - yl)
pyrazi ne -

deCOTTD’OSI tion aft edlord a3 )-Sdifgtdol -ZAL [@N Hyt0£H TEL RidhOdy)ethyl] - 5 - phenyl - 2H-

2 - rret hoxyet hylys

i 14 benzodxazepm " 2 - one and 5 Ség of pyrazin 5% lm there :re ;E’im:;d I n
t he sa rranner a§6(¥e’§ 2 dh?rﬁ ydrog- 2 § PEIm e’;{ T g’ b - 1 3-
etl ne whi mel at
di hydrgE 1 35 [(211'6° posit naft 23 Lt{wgrjmet ﬁ!'l tf
benzo- di azepin- 2 - one and 4.2.9g of nethoxyacetrc acid there |s

obt ai ned an oily product 10 whi ch, mn@mé(hronat oigjlrg on 20039
1% de and

Ki esel gel with 20% a3 ?Fs‘ﬁ'ﬁtdrg 8, from
Supocaton: "t oery ot T M Tl 5 et S0 TGRS
2,3 - dihydrm - 2whicl)X¥fier-chiomatogidpdnyn 260 g’l.drﬂ Ktes&lgefl with De%bﬂtsﬂ Sappimethyt - yl0) -

2 - meth- legrxghior e/ 4nd ehistquon y&erettaéltzetmaffmmeﬂter/ aqsosxm 2 - (7 - chloro-
103[err] - 105[err]§;(3 d11hyr:1rcl>1 -2 ~ 0%0 f5 pheny1-1H3°14 benzodiazepin - .-yl)-2-meEk_>—(ANPLE 1
1 15 _ pyﬁnsetroo ) < 'ﬂgm_lépmflt.ly Oﬁl oro - 1,3 - dihydro - 1 -
[(2 - hydroxy - 1- - rret hoxy) et hyI] - 5 - phenyl - 2H- 1,4 -

benzodi azepi dropvm sge at
ﬁrre

n eated
roomtenpera Bz C%E %ﬂ%ﬁl@j gojlg(f; Kh eque tIy
boil ed at reflux r,vg ﬁéﬁ-anﬁpv‘}ﬂll r;gocg.gﬁﬁ rsa;.ed

dry- nesssequenﬂtelsoﬂeteauethdf rZelxmsr Ehe cléaesolniitny mmsrcdmmte;i 1d|dsseol ved in.
met hyl ene ch r| daess, %‘f redugggh i ltehfélsso uill btl é‘ﬁ?Plt{ﬂﬁh iadpraey| ut i 0

and with sat ate %ﬂéjﬁ al adev orateds ,m r sofi um
sul phate and evap efrarb@da - wi n€ Shd) '-bgf ) Qtlo &lﬁéﬁ/h%ne, gives 2 - (7-
trituration with bidorane3andhydeft2r oxecs ;phal;{ll-r lzfat- ilgn- Yenzodinzepimerl/ h@xane,
gives 2 - (7- . 2-methexgethyl gphylcarbargate of pefiipg point 110 —11%6o - 5 - phenyl - 1H -
1,4 - benzodiazepin - 1 - yl)- 2 - met hoxyet hyl ethyl carbamate of

nel ting poi ngs 117-119[err]C. - 25 EXAMPLE 12 25
EXAMPLE 12 In. accordance with the procedure descnbed in Example 112 %om 3.45 g of 7- I n

accordance with t on rdé d‘éﬂ‘yé‘r %crﬁz d’f° ieihYI]fT%rrP%e“YlS “of 7-
chloro - 1.3 - enzo zepmﬁlﬁ h éte ere1 .

, 13 2 ¥ 05?<-then

phenyl - 2H 30 z meth eﬂ;yrbﬁ&mdarmw Which reelts aomeo—amlc aﬁerrt’ecrﬁiama@t hyI 30
i socyanat e there kHen fein ethenfhekage. (7 - chI oro - 2,3 - dihydro - 2 -
oxo - 5 - phenyl - 1H - 1,4 - benzodi a - yl)- 30 2 -

met hoxyet hyl nmet hyl gALLAIRLE Ml b &8R! s%rﬂﬁg ,iéémgr%lﬂnr&f:gaﬁerhm-
recrystalliza-, 30 - dihydro - 1t-i [@1- thydesry et he mdethex¢gertgl] - 5 - phenyl - ZH - 14-

EXAMVPLE 13 35 benzodrazepr - & enapelgé@s; gfaﬁmethy!ﬁoxqzﬂasar rs Exa#pl e
8 froms. 1 of btam roduct whicll' is jpuzj oﬁy aphy on t(te OX -1

’ g zﬂ% cetone/t lueneéladal acenlt ﬁ(% 1 50: 1), fte y
- met hoxy) et hyl ] fro yfekd 20 -chloro. pBenyl- .- one

and 5.95 g of 4-nma# zeﬁazqmalz-yib énmaoﬂwkyyl Hmeﬂlyll-tdazblh-ércm'btvwlateBBf ‘melting:
obtained an # 1y B‘?”&dﬁ‘c \{CcHecPmPogitien)f | ed by chronmat ography on 200 g of?

Ki esel gel with a mixture of aceiQpeltel uene/ gl acial acetic acid
(50: 50: 1). After rRCdny-nilégohsi iaahdr @that described i Eﬁﬂipﬁtshﬁdﬂ@kl gloh @ - thrd-Or m
fractions yield 2L§7—-dﬂ!ﬂd®r012 &2 drhhymo- -em - I’Hmyl - 2H - 14-

1, 4- benzodi aziepr n® e B % L ﬂﬁl's@%if "1 Hw&gméte ofs
rTe' ting 40 poﬁﬂipmfsﬂ-i lg 3 - carboxylate

40 which .melts at: 195°-—197°C w1th decomposmon aft Xég&?&dﬁe&:ﬁtalhzauon from. I'n
an anal'ogous nannethanply t hat described in Exarrpl e 8 from8.1 g of 7 -

chl oro- 1,3 - dihydro - 1 - deoxy - 1 - nethoxy)ethyl] - 5
- phenyl - 2k - 1,4-A sispension BENEPA aﬁemcﬁorb-lg dihy§¥94.- [@@d@xﬁl-ﬁmﬂ&y)— 50

1, 5- di met hyl - 3- py ediglpb-pheaglr 2ok bdnmdaszﬂ-ztdaerxe 156 mibf benzeneOdui a1 N &l (7 -
chloro - 2,3 - di is reated withd1.g of dl“-mg‘? ] chloridgpnd stirreg at r@em!mpera-45

di azepin- 1 - yl)lehegr}d &Fﬁfﬁf&,ﬁgm l‘gﬁtt%f due me
carboxyl ate 55 methyileCcHioAid! o Slierde] e Tfﬂﬁewxibb cfzattf)@ﬁl
after repeated rechigrst- &3l 4 dilpdroon2 £ pxm 5 -~ phenyl - HH hddo] benzodiazepin - 1 - yl)-
EXAVPLE 15 50 2 - methoxyathyl dighloseasestte)ef msiting poing 116°5f118°C.

7-chl oro- 1, 3-di-hydro- 1-[ (2- hydr oxy- 1- net hoxy)- . 50

et hyl]-5- phenyl 2H 1, 4- benzodi azepi n-2-one in 150 mM of benzene and 15 m
of

b‘




pyridine is treated with 11 g of dichloroacetyl chloride and stirred at

room t enper a- ture for 6 hours. After concentration in a vacuum
the residue is.taken up in nethy- lene chloride, chromatographed on
450 g of Kieselgel with 20% ethyl acetate in 55 nmet hyl ene chl ori de and

recrystallized fromether/hexane. There is obtained 2 - (7- 55

chloro - 2,3 - dihydro - 2 - oxo - 5 - phenyl - 1H - 1,4 - benzodi azepin -

1-y 2 - met hoxyet hyI or oacet at e of meltl ng poi
‘Fé[ err]C ' 1 gSS{H qtﬁ

116-1 1, 285 2929
16 . ExampLE 16 . EXAIVPLE 16 A) Thé
preparat i OM)Of'l‘hEbﬁpz&itﬁiibﬂthEgtdﬂﬁHgQ{ateﬁﬂ‘ . +Afsuspensi on.of' 28.1

of 1, 3-di hydr @ Suspspsioncef 38. })Ise?rﬁ L3-<§h5$dm-7¢n‘#}eir2hﬁwl'& lwﬂ@dlmpm-z- one in gOO

m of et hi@@% ﬁgﬁ“ﬁ%ﬁ? gﬁﬂ%ﬁ"?ﬁ'&im dtfﬁd%mzpﬁs e POt agsi um

hydr ox1 de (s ved 1 ﬁ@-'bf S5 Galeg QA1 T at ed to
dryness and—#dt€, 1%5 g of 1 2-d1chwxe-s+mhtlmkyethaietarechdﬂslodm;mke jand thSEinxmdre of

di et hyl forl?‘rBHﬁ cat ~T498C ripry} El}ﬂelteﬁ swébbl3ﬁdﬂl¥‘l9’ss the temperature(jp @flowpd, 19, 5 g of

1, 2-dighl orcgbrge! &g% W '?ﬂﬁmdﬁ ure o is
stirré dul ateptwmsyl lda évaPérated R d@nperiature is
al | oned residue cnygalhzeeéromoemtéf Gy obthigedi xt[@r-echiceo pourediomg)t h stirring

onto 500 meﬂtxﬂ 'V\?aieﬁhh%’ AL go phenylesi B ¢ At deprdtrRit - £5 Pf | tered of f by
suct i and | 208 Fbo QL )AL 3-d Znitro-s. AT MENG over
sodi uni sul rﬁnaiyezn- mgfgj;m@egﬁ hﬁ@f ami?ti lfg]:mm&&%\r&&gf aived and the
resi due crylotsabi pqmduni la@tuteeatnldeheatedThe11§°¢ ﬁordbhoar rddr Qoohng[fézroom chloro - 1 --
met hoxy) temperature, thl d og lls_ﬁg, wat ‘The eny| - 2H -
T ene gl g:gxn A0 i i T Bl b Ry LR
A SO| ut | Ol‘hc@cte e chlonde and then ‘with- ethyl acetate alone. The umform frac- :

1-[ (2- chl ortions elytest h@x;tynétafwilt suqd iteli ﬂqwraﬂlza',tmn rfnomﬂ@nol with 5 small

phenyl - 2H &h 2318 &“2’{5 ° hydgp ’gﬁﬂﬁg‘ PR ST de ©'s treated
Wth o5 203§ 95 fpheng %@ll um ace eglfalln[}1 h%lgt(’eﬁ' i)

By err}C feg 1. hour.
After cooling to room - terrperature the mxture 1s-poured onto 800
m of waterB) ﬂhep cipitate |s se ar at and t aken up |n
met hyl ene c¢fs %tt‘? %&%f’fﬁﬁﬂh&/ﬁ?’éﬁ3 H over
sodi um sul pf Igenam zagp G g0 }grﬁ§e‘fm il ot I SLIY W|th 20%

et hyl 3020 tr1ethy1ammeaif$t eltrtﬁnatdgraplwtdn sﬁgel@hhm%d&ymdate hemethyichdr et 1391 acetate

al one. The ¢ prsgallization from t@}ﬂ"m ﬁoat e yield,
after recr1 L J%g’ 3’&‘%&3&9&%%} qgﬁ tfil?ﬂ%g;& (&?:é?;smn unt of active

char coal roxy - 1 - net hoxy et hyl]-" 7

- nltro- hen | - 2H - 14EXAMmz17d|azep|n- 2 - one of rreltlng poi nt

201- A) p gtion of the startlfng 7ml:tte:nall 3-dik _
0; o) -Dromo-1,5- ~(2-p

25 - P@(ﬁﬁ% ofgmethanol is treated a¥ néfém‘gﬁég;é ﬁiﬁer to that

descri bed |pata§mﬁmfyh@xx (il 14183).5158 ng ob imbchylf ormarmdeare haeé d Qhere 1 - [ (2 -

hydr oxy - resultmeemb:ay)?@t!th I nd- thameﬂmcl der@ﬁhced 1,4 -
benzodP az e ghgd 7 C‘t’gé (‘:‘I‘f?(%m%é ‘?fﬁl% ?ﬁ}l’ue afd 3.0 m
of 30 tE] &;a’f i sls W th 20% et hyl
acetate in offxatey 'Etaeprecibﬁated product 1s(ﬂltheclb ®yalll'tdon; méx,y B:I 1h¢tlm:h¢ on from

met hyl ene chlotidei adé/aéltmmg mewéltgmwlahﬁeamwtedzﬂe residue is chfomat®- - di‘hiydro - 7

- nitrle - B2 ﬁjﬁ ? affm i Afte‘_’L ) -
f
2 - met hoxy(ﬁﬁg mm Y a’.t1e3 oqﬁ'j' |5rfac§(|5ns yHlL; erm] &éﬁ{ err]C
(deconposi tdiaepn - 2 - one ?f éneltmg pfomt 149°—151°C (decompos:gon et it EXAMPLE 17,35
o o -methoxy)ethyl]-1;,3-dihy o-5-
) The p R -E’%dp Qg%‘ %ﬁééﬁ%? gSt’a?-gq ﬁp-x% g{:)n of 200 ml %fgmlﬁhy]fgrmargde ) ;
acetate oiled under reflux’ = .

7 br ono- 1, 3fm%5 olﬂigrtd %1331&! Bils 800 ml of watcr. TREPI N- 2- one i n.

200 m . of pmtpltaﬂbbrodust brsaatae:d offt and aaken. t11e metustlme ehlovide.NTiE. sBlug of

pot assj_unt U%‘l ¥ dryr_vsev % dfbe ar e then added
(there? @qbﬁgg %%,El r@ ﬁe‘% r}g’ﬁ?{ Fﬂeﬂ% ylec}s t fér eupon
r enoved- uncaﬂ - 2 -e sBdeng p“b'mempxtzwve (&é&mﬁ by 00l ed - to -‘
-40[err] C, 19 5 of 1 2 d| chl oro- 1- met’ hoxy-- 40 - et hane are added

dropwi se an® P‘i‘??e%‘ture i s stirred. a 0l e mn The
terrpe(rjﬁ@turedﬂ; m%l %J@§mﬁe‘5glﬁﬁgﬁé } gf ;4m xt e is
pour ed ont Gbekddfliazdpin - 2 - oneandaf%\gaifarooﬁn Fyeid [l e&ciwu Tiltered

of f by suctdbndibrdiked - ap-iSm @etiryid@dnelH - 1.4 - ben@ﬂfa@pmdel sdhd,z-"after drying.

over sodi um sul phate, evaporated. The.residue is chromato- 45 gr aphed
on 850 g of Kieselgel with 20% ethyl acetate in nmethylene chloride. After
45 recrystallization from ethanol, the honbgeneous fractions yield
7 - brono - 1 - [(2- chloro - 1 - nmethoxy)ethyl] - 1,3 - dihydro -

-5 - (2 - pyrldyl) - 2HT 14- benzo- di azepin - 2 - one of rreltlng

Arar T L Y A I Y ~ N



55 residue crystallized fromether. After recrystallization from

et hanol, there is obtained 55 7 - brono - 1,3 - dihydro - 1 - [(2
- hydroxy— 1 - pethoxydethyll - 5 . (2. oyrjidyll. 2d. - 1.4 -
benzodi azepin - 2 - one of mel ti ng por nt 198[err] 200[err] C

(deconposi tion). . B) The process: I n-the same manner
as described in Exanple 8, from9.13 g of 7 - bromp - 1,.3- 60 di hydro -
1 - [(2 - -hydroxy - 1 - nethoxy)ethyl] - 5 - (2 - pyridyl) - 2H - 1,4-

60 -bnzodi azepin - 2 - one and 5,z§5§sg90f nicotinic acid there is17.
obt ai ned 2 7 - Drorm - 3 dirhydro - 2 - OXO- B'Tﬁy'r'l‘dy‘r)

- 1H - 1,4 s benzoeh qﬁﬂ rg_lootmptexy @elts at 1479—150°C7with decomposition after re-
1,285,529 C’Y*“a Zation from 1sop 17 |
met hoxyet hyl nicotinate which melts at gldgleig]-150[err]C with
deconposi tion af ta) Th;-preparauon of the @éryisy xﬁtdrialzat ion fromi sopro anol

EXA 5 f T 3@#&#@ 5
M:.)LE 18 he -2H- P’%m rgzeegtm- -ong glréfoo of ﬂr%m e 1s treate)g
?]Eg wi
onlw i

A stirred SUSp.enS 8 ml of imethylchlorosilane. There ls fo clear
7-chloro-1, 3-di hy EOxiyred foP 8L 8.4 mD of triethylamine
-5- phenyl - 2H 1, 4- t;@cdzdtdpvasepthm-lz rmmeesr Theliturd is sdrrermt heaﬂ:etahnlm)for ele i's

treat ed 10 ?‘?P uﬁ‘ﬁe ¢ Hriethy ’éYFlmt:l# "ﬁétl &%i | ankd.
There i's forned aafheatomm 3?03,‘51.2”? J ﬁ?‘tﬁwﬁ % o O 5

mnutes. 8.4 m Obccirs. | AFteh YdcabhIRAIGH Rorh &Ecﬂlﬂdil@rthere 1s obtame opwLse
wi t hin 15 ni nut esdihyfre- rJn-xtlu-r aeﬂmystz ¥ (tenletastlsﬂoxmﬂwlﬂ ermepmlylr-eZH erda 10

5 15
further 30 n%nute'é""z‘:{l‘ﬂgﬁ’t g °f’§ hﬁgﬁ“ﬂ@t‘ ne hy[ roc or| e |s N
filtered off by g,ghylsﬂoxy)emyll 3] Be b ge-cool ed

wat er and dri ed omelyleae dilstie S &Taeroom tempera SGCQOdIQﬁ-HﬁJ fbﬁlﬂmct he oily
residue is tr| turwdmd\ﬁpmi ﬂqekémes T\hhereeb ted dﬂ@dbbnzmatamm filtered off by occur S.

After recrystalli “’g PECE “'Paée ﬁgﬂhﬂﬁl or &
e e Ay ;*;sc e °V°ii?%‘e<“ﬁei§in ! ‘m&grygfétr

phenyl - 2H - 1, 4stand Bt room thRAGEH 7 € Roud. Thelryst aEIﬁRel duttidf) aRRGéakHed

104[ err]-106[ er r] ethsinol and . eérlfl)er lAfteé re;:l;ystalhzatxon fror;nh em)ﬁttlﬁll there 1}&??&;% V7A

sol uti on of )y - pgiethoxy ety 0

(tri - yI szﬁz et hgl ]0ne 45“'%%“; pomﬁ 10°= 4 > benzodi azepl n -
2 - one in 10 rr1 Bf Theprocess et hyl ene chI ori de is treat ed at room
tenperature wt hIoi og{gm g;@m A@erbed mgllzxtpaén,;;ﬁ;i(?,droa;\ha7 stqur ed for 4
hours. The pjeci ] T

suction and the f i thﬂﬁﬁ:ﬁe hﬂdof(%gﬂz&e %m&mm %nﬁ?e mé% -

met hyl ene 188°—19oem| cﬁrysdaﬂlzainh Lft'mnmelhﬂexdrdhlbddd}btmi' ﬁeﬁﬂlpﬂm sul phat e
filtered and evapﬁﬁ?}" gﬂ d derg|- 5 - phenyl - 1§ 4 1.¢ 3 Genpydidzepint dsafved in 20
m of methanol 3% yﬂmgﬂ“ Peema tfeoxids, of melting paipt 191°—192°G ¢ ang at -
roomtenperagure for 1 hour The crystphseid id ered of f by suction are ss
washed W th Pestiradcsblumobfe4 herof 2A{7-chlora Eﬁdiyﬁhai-bxozsqﬂmymmn m
ethanol, there i sbeggi‘ Pied-y '2'“2“31""3’“1’-‘/1 m&lccmalels” Hmethylene chloride [ (2 -
hydroxy - 1 - netdf %e“ﬁ and ”’°3¥Jﬁ'§ s T" té’“

benzodi azepi4 - Zritursedewith lf&dﬁﬂﬂo@@’s rRec z@ﬁ’oﬁ fr 40

B) The pr ocess: chloride/ether Ylelds PllrnZalG7 23S dilpdwm e - bx -thaphentesdm bed in

Exanple 1 (B), fr 1% -y -2- et tb}ri gydrogen syccinats; 4mogdeyof melt- . [ (2 -
hydroxy - 1 - met. 19 212_6118 ich 1s enu ﬁ_spegbbmh the sibsggnce pﬁe@?&%dl azepi n
- 2 - one 4 - oxide, 0 g of succi nlc aC|d anhydrlde and 1.5 m of 30-
triethylami @ in 25 m of benzene th ned a cr ude_product of 45

nel ti ng poi nt A s ‘@HQ @@[ ‘ ral_"‘{ Tl ﬁi?’f"nyl ene
chl ori-de/ et her y|&fpgll ag'?,ro Tmi{t??u?gwnge ca%oxg-ch%r erbfenngdlfgrh Wl dn: 2 - oxo

- 5 - phenyl - 1Hm-xtufe id} stirrel) dorZ20hbug 2684 left to stind—ov 1 pht. The precipitated m-ciliohoxyet hyl

hydr ogen suc¥i natb 3?‘51 j i) Bleeged ﬂuﬁ np@ﬂ:ﬁ veaghed with 10% sodign car- 50
EXAVPLE 19 Eg?:e ;i) t:rtr:(c)ln aillnd water. atl;e m’fhe felsf 01(;1 e so utron is dri e(tal\lrer soc(lilum sul- A
stirred sol ution gudedprétug & rrcﬁ‘cxtf | gou;écl(’i m&izg.? X B0 - iaiaL - 1H.1, 4-
benzodi azepi n- 1- n@‘«/cmdr o0e23 s dibgpiraia? e oton BOphikhyl ofilHAEL hy| ene
chloride 5 11 ?i gjﬁgramﬁe njgitgh- ioxgrolg - G- carboxy- 55

m chl or oper benzoi ¢° ﬁ‘ “ﬁ‘f??f”u o . stirred for 4 hours and

|l eft to stand oVernl ght “After concentrme2l the oily residue is 40
triturated with et hey solytiomrofli9.9cg tt7alﬂbn0-zleﬂ(2-dﬂvmabwﬂmy)em¢-n shglibisz at i on_

from net hyl edge 4@‘?0%'2;'0;4;1"’%‘ Fﬂe’t‘gff ney ﬁ%di 1 gﬂff"% r"%’ﬁi" g °g$gg’§}ﬁti§or 01-602 3

- di hydro -

yl) - 2 - methoxyet hyl hydrogen succi nate 4 - oxide of melt- I ng
point 191-192[err]C which.is identical in all respects with the substance
pr epar ed according to Exanple 18. 45 : '

EXAVPLE -20 - - ' | 45 o A



50 benzoic acid is filtered off by suction and the filtrate washed
with 10% sodiumcar- 50 bonate solution and water. The net hyl ene
chloride solution is dried over sodiumsul- phate filtered and

concentrated. The residual oil crystallizes from et her and gives a
crude product of nelting poi nt 199[err]-202[err]C. Recrystallization from

met hyl ene chl ori de/ et her gives pure 2 - (7 - chloro - 2,3 - dihydro
- 2 - oxo - 5 - phenyl - 1H 55 - 1,4 - benzodiazepin - 1 - va) -2 -
met hoxjyet hyI 5 - rret hyl - |soxa201355293 car boxy- 55 ’ | d8e 4 "%

oxi de—of—mefting poi nt AJ.U Z11C i L e

EXAMPLE 21 & atmosp ere and ‘with fis removed in 2 vacuum ».«;
7- chl or o- 13&%@@?“%‘; E%, mg%%ﬁ ctiyl oc altgoannill](.)(}()l;ﬂ G

phenyl - 2H 1 Bid@phdic ivbbiCeacktifle GhdOirics wiD 100 Wof antetleand 4.0 g of°

triethyl aming, ﬁﬂed over magneix@n@ snﬂbhaafanéb@mrm@mdlwmyﬂ dli% is b@l | ed at

selvednin 1 eyand matographed: on 200- £ of. Kmelgel
refl ux for ool w1th y?a?etate Th;@u?;.lform fracuons,q'cgntalmng 2- 9?3 chloro-~

1. 285 529 column 15 elute
’ ' - dihty % ‘- 0x0 - § - phenyl.~ 1H - 1.4 - benzod1azepm 1-yl) meth- gen
at nosphere aw&xymm nﬁéSth'eU&inBiﬂed Dt cvapBrhied HWl'evacubine Afiel e@ptallizgionermoved in a

 vacuunio fror%;tml gy dm{,) Il'zmmzpseb? €1@lés 61(7391?% 3rdihydroy2-gox t ur el0of- 200 i
of et hyl c?@ %T pgepin-1-yl)-2- ﬁ% i &Rt e phase is
separated o y° cond éysml fnﬁdlﬁcﬁtbonrﬁ‘e 66 ° cold 5% sodi um

bi car bonat e’ sol ut-i on each ti me aBthMpid 222 W|th 100 m of water each 5
time, dri edA)ov'@le mgn@@lqﬁrfhesw @ﬂ&hd evgposra ecfg;n a ac%um The residue

is dis? Chlorg Q E@E b33 mat ogr aphed on
l.h d ceaure
200 g of lﬁ&éﬁi‘d@ﬁ Ex kl@ 1?53’ from. 1474 G |6fn73ch!o$e~ o'-HuS p dilpato- acet ate. The

uni f or m f r azH-1,9denzodixaepinal-ttieand: 27 g of T,Z-d.lclﬂblbdmmthoxyethane It h& a&nelt-dl hydro - 2 -

oxo - 5 - pineppyﬂt0f179?+—1721CafterCM;?e@Pér2@|@F¢anﬂi - yl) - 2 - meth-

- oxyet hyl ot are conbi ned and evaporated in a vacuum Aft@r
AT

recrystal I I ata of 9.9 g bf PRGN [2-BRRL Bh&IRLHEA] - NBipREy)-t he Tesi due
- yields 2-(713Hihplre2E-1,3-behzbdj ad:epin—Z—en‘ch)Q g of @u:otuuc acxd ‘and 4.0-g of triethyl-

5- pheny! - 1I—imlln‘%mb‘é‘%i’f&(?“ﬁ‘t aﬂlgﬁmf for Jicam f°ﬁlé‘6‘trl"|‘}$"'t’e of mel ting
POI Nt 55 4 “didee 4 c?%n oﬁa Gt on el ts at
166[err] - 16 I $fGwater. The ethyl acetate phase is separated off, washed twice with 100 EXAMPLE 22

A) The prepal eftmqmldoi%tSh@unstbmrbqnnfg smoereacaltnnelﬁd twice with- 100 mof Chloro - 1 -

[(2 - chlor@eter opel tiey drisg \oyes papneeium sglphaty gnd cvapasaieds i dpppes In. 27 3. 15

di hydrg - 2J8 ((:)umbf’rl&eselg‘ﬁue % %ﬂqpm@ ﬂ?y%a“m Blidh @ @6mir ding to the
procedure containing 2 - Hscr:mcbe 5-1(@- {23 fdthedro 1.2, Joxgy -afH-

7-chl or o- 5- (,@ foenrodi 1-2d ' yl nicotinate,  arg Hcombmed and

1, 4- benzodlgz_@gtﬁi‘%hg‘ﬁ%;h rgbn Zﬁs‘mtﬁ%&@g&ﬂmﬂffiﬂm{?%et hane. It has
a nel t35 for 3 hourb B, Bfdr tbolif) 80/, &rEAf& T AiedioR! byl séat | 0n35f rom

acetonitril gon anﬂOdrylng, thgre Tsh ebaiaedd €3 Shlore-5-(o-fluorophenyl)-2,3-dihydro-2-oxo-
20 1H-1;4-bepxediazeRin-bifll-2gnetinxgyl pigotinate of melting: point: 155°—156°C
7-chl oro-1-[(2-chl oro-1-net hoxy)g&ﬁ,ﬁ,u P- (o-fl uorophenyl ) -

- 1, 3-di hydr o- 2bk IsoKidac oz a4l5 aZ @pi - -cmbm91-&etﬁéxymyq,)qt,a-myamag:| dand 4.0 g
of tri4% hyl phenyl-2H-1 4-benmdmapm-i2+nn61©9 gndf méphabéah:mthjacIMhyﬂfgnfnam #e is

boi | ed at riethyjamipgin IPOH‘B e di ’e}hylf"mf‘m‘d ere and with
excl usion gk Triphate) & "a%‘ !re\;x Fis Gsolvei T ;i‘ IZI‘*Zfea@cuum at
70[ err] C angesatdand es0 U6 Gt SThe/akl] hﬁtateq@mxi sdpaeataf Washed wade et hyl ‘acetate

and - 26 with 100 @b0Of m-ght)dﬁ tm51 %%méémn bidadoratepplutioncaathatine prida tsve,te |“sthsepa4ht ed of f,
€a c, dric Ve al

washed twi Céﬂﬂ ]éh mn after ﬁltratmrTPeva fnag a 811[& ts,% g};ﬁ;ﬁ‘ Yﬁfn o%galebonat e :

sol ution eaﬁcﬁd‘klm YL S yv(7 dm 2 - oxo- YhedgCh ti NE, dried
over nmagnesimEmighH lil:hﬂfﬁﬂzeﬁmd levepor amdxoxyt:tayl Wiyph@®'S 2 -Ncatboxylate of vacuum -+
The re¥i duemtltngiiss Bi0edf5PG 30 ‘n of ethyl-acetate and chromat ogr#phed on -
30 160 g of Kieselgel. The celuim. bs el'uted with ethyl  acetate. The. .
uni f or m fract i On@lution3Qf. 182 g of 7-HMAS-E(DLRE-Lmethlxgethy)OY- Bfyaro=s-5 - (O - -
fl uor ophenybl)myl-ZH-la-benzddx legpin-g-one, 72 g ob feomyl-glykine and 7.1 g of irjethyk benzodi azepl n

cveport oo (AL T S GRS DTS AN RS co® an

hen NMelts 230 ml of water. T8 LthPicitE phase b Bpardied asnea)mlaa‘mungoemystal lizate is
mel t ed, t heofnied-doldj5$, bsdameldcaﬂmatelsaﬁt!@r oand twicef with 230 mboff watand, after -

cool i ng, trfﬁfg‘ﬁsﬁ‘nﬁd‘ %"F@mp %Fnﬁcetﬁfm :;fa%f; Ekcdfal‘lm (@’E’iﬁgdﬁuc- 35

tion and dr -The uniform fractions, contammg 2 - (7-
2-[7-chl ore-5- (o-fluorophenyl) 2, 3-di hydro- 2- oxo-

1H- 1., 4- benxodi azepi n-1-yl ] - nethoxyethyl ni cotinate of melting p0|nt 155
-156[err]C . EXANPLE 23

A solution of 14.5 g of ' ' o

7 chloro 1 (2 chloro I-n?thoxyethyl) 1, 3 dlhydro 5 40 S




active charcoal and, after filtration evaporated in a vacuum

Recrystal lization of the resi due from al cohol yields 2 - (7 -
chloro - 2,3 - dihydro - 2 - 0x0 --5-—=—pherw 114

benzodi azepin - 1 - yl) - 2 - net hoxyet hyl thi ophene - 2 - car boxyl at e of
50 melting point 134[err]-135[err]C

50 o EXAMPLE 24 - _ A

solutian of. 18.2 g of 7-chloro-1-(2-chloro-1-nethoxyethyl)-,3-di hydro-5-
phenyl - 2Hi91 4- benzodiazepi n-2-one, -7.1285%9%0f fornyl-glycine and 7.11% of
trléthyl ) amne_1n 200 ml_of absmute dlrretnnyorrramdels bor | ed

at refl uxfor ghlweu 2.3 Yd“552 - 0%0 a5m1th J fﬁﬁéﬂd d I ¥h excl usion
of noisture. AR ﬁrjg[fi{;/ e e VA nm “70[err]C
and ‘the resi dueﬁaﬁ %5 " Tatdsic €51 OT, do Bsndatistabia S LAY . 2AG@dt e and
150 m of 5wat enxyerIYléorav ¢ma&cne ha$@°+-312§@par at ed off washed t wisce

with 150 m A 501“ 5&56 %,y formylgycmat ’%"fa?r ?‘ om °‘ each tine
and tw ce Wthdﬁﬁ@nﬁfd il aF B3oC for 45hur§égd g L’? DYEinagnesi um

sul phat e and eVna@wcanxe he ﬂtmaue\dﬁﬁkﬁdrﬂ)m wekekan eundxssblﬁeddxla&ﬁﬁll ved in 50
nm of ethy? acedmave Wrrretimowi 49 «'4@0‘ ethyfl acqfatenha#ege#gam 60 10

The colum is égﬁsgﬁqquh"%ohﬁte{?% %{C bonate smtxon Wi the a hﬁﬁgogégl ni ng

2 - (7- d‘]‘- tracted twice with 300 ml of eth;é:l acetate each time. The ethyl acetate s
19 ¢ hlisOwdshed 2wide with 2OGH ddf@vater ch umegmned Sver mﬁga )b| sulphatdbnd 1, 4 -

benzodi az&pi n evaporared }a dryness in a va@uwn yhérfade, ar &

Conbl ned and em éhe@ben o?aze let her %-Ini/ mmﬁt%:‘y;t;l{g g%‘tg O§O§§8£§}%gyal l I Zatl on

fromethyl ace 2,3 -
di hydro - 2 - oxo - 5- phenyl - 1H- 1,4 - benzodlazepln -1-yl) - 2-

5 .
r5ret h- 5 20 OX%hy{“If org Cl nat@%sﬁﬂytdlmr_%g:xp_ss_ g?’yéljlgufjsm[’e”] _Czo
2-(7- chl or o- 2 2‘ N @’fr stﬂmpggg hto ﬁ?ﬁmﬁn B is botled at refluz for

di azepl n- 1- yl ) 22hotiret T xyiednk ithéxop g:htjbdtenﬂxtergan’ic P& isrbepmrhteeofivimitet hanol i c
hydr o viadhpdowity water a' %vlumq ip died <El R tg”vg,te eRorated 30 fomess ang '
subsequently effpHEg e mﬁ? B S T S e ]

:035-
taken up in 20 enU$ \Reing Rbigd @L cwhlchrermved by -
extracti on WI t ks ﬂ&ﬁcalrithbftheeplh t amfaatmed aaéhl@mgtm;ikanmteel(axe phase is again '
10 washe q) Ho menplesr xﬂwa%tgﬁypg bamsecnicaleRicPaPHE SepAHEs fractions
are conbi hed, e benzo lazgﬂ‘}eﬁrﬂ"éﬁ"ef OB Y B89 sodi um bi car bonat e
sol ution vvlth the addition of ice Examere 2Nd extracted twi ce with 300 ni
of ethyl acetate é’aménsdmmnomhgcoembsyionacemxaﬁems@i ution i s washed
twice with 200 nl of i e rie e rragné‘%”&h*ﬁtsul phate and 15
evaporated to drynes?sbén %‘;ﬁ. v s ﬁ;‘:ﬁd E e S recryﬁ)tﬁél ized from
et her/cychge- 15 Corn sta xane t her e’ bel ng obtained 253m§7 - chlores- 2,3

- dihydro - 2 - oxo Lackse- phen 1H - 1,4 - béﬁ)zmgh azepin - 1 -
yl) - 2 - methoxyet h§eatg @@7 ’é°“bf mel ting point 6 m
115[err]-116[err] @he active ingredient (benzodiazepine derivative), the corn starch and the lacto@(ANPLE 25
20 A 3gl dikckefdd with 5A0%NE a6 solution. The paste is comminuted, the granulate

2- (7- chl oA®- 2, 3rodghnyrdy & suitablx panSng driegh et 439G Thel diied gragulate Sx(passed through 40

di azepi n- 1-yl ) 2 O ERey BEhRE Ryl Hg%r'f‘“?ﬁé"étf’rfhﬁ follopring, fogredients:5 i of

chloroformis treatpgd Wth 0.35 ml of phosphgrus trichloride and
the mxture is boiled at mMedghesidmfs@tirate 2 houre.mgThe m xture is then
poured onto ice, the orgaker gdse i s separated of P ®nd washed with

watel . TNGs S0 dhd Bl diip Sl AUCLp el phat e, evaporated 1o drygess 25

and the residue Is triturate her ereby crystallization occ
Recrystalliza- 25 ti on fronEasetzdhe yi el ds pure

2- (7% chl or 0- 2, 3- diSHRpesiteries coneiuing. B pllpwing [ipgredienty care, mefufactured:
azepin-1-yl)- 2- met hoxyet hyl hydrogen succi nate ofpg?l:,%s@?os o} nt
167-169[ err] C whi ch 2.(7-Chloro-2,3-Qihy@6&B ok apheyi - t he produ Bhuf act ur ed
accor di ng50 o0 Exanple 1(4$)mzodlazepm- -yD-2-methddyethfiol | owi ng Exanpl es il 1 ust @t e
0|=9emg)enzod| azepi ne

typi cal pharnmaceutic gBar at i ons cont ai ni ng 30

derivatives provi dedﬁ c°f°ﬁVeqt| on: 124 Qmg 39
EXAMPLE A _ Tabl et s-of the follow ng conposi t| OR are
manuf act-ur ed: The hydrogenated coconut oil and the camauba wax are melted m a suitable

per tabl efd vessel fitted with a gla ‘l%myr % fﬁc%v_e | -1 PR 1, 4-
benzodi azepi n- fz‘%n)deﬁ‘-'auv hoxy tlTeﬁimncgo ﬂx ?ﬂ

Corn starch

35 . Lact ose :

150 ng ' Gelatin (10% soluti on)

6 ng The active i ngr edl ent (benzod| azepl ne deri vat| ve) t he

R I T I . o A NN 7



Tal c 6
Magnesi um st ear at e 6
S+ ar \I1h| 9 IIU

g
ng Corn
5 conpressed to

tabl ets. wei ghi ng 240 ny. L ' —

EXAVMPLE B o Supp05|tor|es cont ai ning the fol.low ng |ngred|ents
are manuf act ur ed: _
per 1.3 g suppository

2 (7 Chl @0 o- 2, 3- di hydr o- 2- oxo- 5- pheriy285,33% 50 ' : o200 L

4- benzodi azepi n- 1-yI) - 2-met hoxyet hyl T e )
50 mixture is the, pougpd; inta suppository moulds which ensure a supposuory welght of " i\

13g A :

10.0 mg - . Hydr ogenat e ‘coconut oi I : : .
1245.0 rrg CarnaubaEmaxie C '
45.0 g A pumtﬂﬂhemmﬂegemmtwwﬂmfolbvﬂngamhdlettelsctamnauba wax are
mel t ed |nsa sittafie 55 = “vessel fitted with a glasg _|iner and codled to
45C. The active ingpefcRst-2GR@Ra03ioxo-5-3Rayl-1H-1,4- azep?eﬁ derivative) is
added wi th stirring _aatodidzpin:Bel)-2Hricthbxyamyimic mdey di sper&%d The - - 20
1, 285, 529 Dimethylacetamide ' 2010 om xture is
then pourlgd i nto sugm%f]fﬂ‘f’&/ noul-ds whi ch ensure a m#l tory wei g of
1.3 g. Water for injection ad A
parenteral admnistration form containi-n the foI | owi ng i'ngredients is
manu- 5 - f acilile ggpve ingredient .(benzodiazepine derivative) is dissolved in dimethylacet- . . ° :
5 5 ﬁc}e han trcelated with ;eﬁluzyé alcohol, eti'hanol and w:;.)oecli_‘ The solution is_filtered P er
i g ough 2 B e o™ s‘éi‘“?fé“r‘ ‘Bio e T,

benzodi azepi n-1-yl)-2-nmet hoxyet hyl E}L cotinate

Di et hyl acet ani dg.. ‘MPILE
Benzvl ~al cohol ablets -or suppositories or parentera administration forms ar actured
y according to Examples A—C, but instead of 2-(7‘chloro-2,3-d1hydro =0X0- -‘i)henyl-
01 . 1H-1,4-bdnkdd@RPin-1-y])-2-methoxyethy! nicotinate,. one-of the following benzodi- ..
% 20 azepine Ytvasivesfipused aajheettivoingredicht: - 20 1
m ct edi ’g zodi aze alve)ls
di ssol ved in Qe IQ oo %’?ﬁlhy&g%xo ?n&m gﬁgh ZOémzt% \Xﬁﬂ'?hm pefrzyl  al cohol ,

et hanol and wat ez-(7- -S,Mdmydm}a-oxcss i:heh;ﬂeHadt-h‘bEzodmzepxﬁ-hxygugﬁbﬂﬁxycandI e fil ter

and fill ed i nteély Ryraziip e | es ﬁ sealed and sterilised. 15

EXAVPLE B | chfor%hé%;;? 6r°x°s{15‘196‘§’1 4 seoipmep AR dni ni & r at i on

forms are maniia -dmydm-z@fzdzslmhmnt1@455@&3»!@&1&»@@4&&3:-I nstead of -

2-(7-chl oro- Ze&ymy - phenyl -

| H-1, 4-bg zod| %zgg 3» M@%&MWH‘MrW#W‘&LYBﬁ@WXWhe f-ol | ow ng
-2,

benzodi - ARV 2 phefyt 1Bk AobldpR Sl YSnduli. o €N

20 ethyl ethylcarbamane or
2-(7-chloro- 2, 3 d+ %&h@ ,2-dlhx®0-5-0ph%pi}eh344ll-ﬂ-114-%niyémml-ﬂaraepndthoiy-yI ) - 2- et hoxy
et hyth
2-(7-chlg§o 2, 3- @nﬂyﬁ&@;éLgﬁ@1§:ghenyl-lH-l 4- benzodlazepln 1- yI) ngethoxy“
et hyI RYCaipids of tepeddanX jokmadle, 25 = -
2-(7-chl oro- 2, 3-di hydr o- 2- oxo- 5- phenyl - | H 1, 4- benzodlazepln 1- yI) 2-'met hoxy
- 25 - ethyl chloroacetate, ~0-Co-R* '
2-(7-chloro-2, 3-di hydr o- 2- 0x0-'5- phe Xﬁ 1H1, 4- benzodlazepln 1-yl)-2- nethoxy¥
ethyI hydr ogen succi nate,
2 (7-chl oro-2, 3-di hydr o- 2- oxo-
- 30 ethyl nmet hoxyacet at e _
30 /2 (@ E
2-(7- chloro 2, 3-di hydr o- 2- 5&0- ph ﬁ 1FL1 4- benzodlazepln 1 yI) 2- nethoxy
ethyI et hyl carbamat e or
2 (7-chloro-2, 3-di hydro- 2- oxo- 5- phenyI-IH-l 4- benzodlazepln 1 yl)-2- nethoxyﬁ
et hy| Tehiivh RA DAL Q- halo@R atom or a nitro MTRV\prgeﬁL Mpheﬁyl' :
35' ' halophenyl or pyridyl group, R® represents an alkoxy -group, R* represents'a =~
_ 40 haloalkyl, alkoxyalkyl carboxyalkyl, monoalkylamino or dialkylamino group, an . . 40 .
alkyl group which is substituted by ~—NR°R’ (in which R® and R” each represent - Co
a hydrogen atom or an alkyl group or R® and R” togethier with the nitrogen atom -
to ‘which they are attached represent a 5- or 6-membered saturated ‘héterocyclic
ring which may contain an oxygen atom) or an opuonally substituted: 52 or 6- .
45 membered aromatic heterocycle contammg one or two “hetero atomis and n stands-' A
: for zero or'1. _ _ a -
and salts thereof.

I H- 1, 4- benzod| azepin-1-yl)- 2- met hoxy

N O



1. Conpounds of the general formula [err] wher ein
Rlerr] represents a halogen atomor a nitro group, R2 represents a phenyl,
hal-ophenyl or pyridyl group, R err] represents an al koxy group, Rerr].
represents m 40 haI oaI kyI al qumsyﬁjgkyl car boxyal kyI ' 20
nonoal kyl amT ' , ' TI3C
i s substitut ed b lXIlNRE ?ﬂ]lRP@#rﬂ]tO EqPPPSm olouldy which] engurrria R[peqsxtqryerasht Ofep'af:,.,ent '
a“#ydr ogen atom ? 8an al kyl group or Rerr] and R err] together with the
nitrogen atom to which thguwsigecattached represent a 5- or
6- menber ed sat ur at ed faehenbedngihistetion form containing the rfigjlowing dipredizymts dombr@- N an
oxygen atonf or ﬁtlonal ly substituted 5- or 6- 45 nmenber ed>

aromatic heterocycl e Cfpgﬁg’h&& ’g_dgl O_Qroxg_ Dhef 18I £4-at OB %eﬁﬂﬂn stands 45 |
for zero or 1. Eea €8dxyethyl nicotinate 20 5 mg
1,285, 529 Dlmeﬂl}'lacetanude 20 10 % m xt ureis

then poure nto supp ul ds I ch ensure a supp tory wei ght
h dlq hilphofoul ds whi ch ? ht &F

1.3 9. Water for injection ad EXA
parenteral adninistration formcontaining the following i ngred| ents is

manu- 5 -~ fact uy &bk active ingredient (benzodiazepine derivative) is dissolved in dimethylacet-
amide and treated with benzyl alcohol, ethanol and water. The solution is.filtered

rﬁ 15 through a cangle (i]fer agﬁi filled ugo éultabl?_lancxpogleszwhéc% Oare5seal d and Iste:i111_£ 1. 4- 15

odi azepi n-1-yl ) - 2- net hoxyet hyI nicotinate 5 rrg

1 ExampLE D 0
thyl acet am de Tablets or suppositories or parenteral administration fo A la(l)nufactmed
yl al cohol 'gf,dérz_

according to Ex: émples A—C, but instead of 2-(7-chloro-2,3- 0%0-5-phenyl-
1H-1, epin-1-yl)- Z-methoxyethyl nicotinate, one of the following benzodi- - .10
azepﬂmdcevanir@ fis used]j ag the aqgive mgrekhent 20 1

ol ved in di ngj ?ﬁ&t’vﬁ -l gmﬁ’% gﬂéqt I-bggz?) é’n%’ H')IE%% \,/‘?ZBJ l:zhol

ethanol and water. Ztyechiff-iifiré-Soxofs ~bHefyl-2H-14Sbenzodiadepih QY Gt-methoapdl e fi | ter
and filled into sthiltpatskie-2x e¥lds whi ch are seal ed and sterilised. 15
EXAMPLE D % 2{7-chipsr-SHydst-2-SXpRiea-ditt debeprodiprspiar iy Zpethoxy- 2

thyl chl
admini stration f0r (°’°a°mnﬁlu.i.ﬁﬁ&zmﬁds-pheny1-1n-1 m&qa&eﬁm% Exanmyes A C
but instead of 2et(1ﬂh§zdibgaﬂﬁxc&1a&~ di hydr o- 2-'oxo0- 5

1H 1, 4- benzodl aze |2r(7 A%dlhﬂlfhéxﬁpei-ﬂywlﬂﬂddtbemwepleﬂé’l)fif-mchpsY-f ol | owi ng
benzodi - 20% S YRS 5 RoHSRIAN SRB AR RSy AR et %0

20 ethyl ethylcarbamate or
2- (7 chl oro- 2, 3-di h&-(i’lﬂahloﬁrb%duhﬁk@myd-pﬂdﬁ-md%maehean&fyﬂ)m-ﬂxetbdx}f 2- met hoxy
© ethyl phd@eibpgarkemate.
2 (7-chl oro , 3- di yalnag- ¥E0Ox R pdreny! -1 H- 1, 4-benzodi azepi n- 1- yl)-2- rret;%oxy
yl PY I AZofPourdsCoR H2 @¥i¢laPofnula? 5
2-(7-ch| oro 2, 3-di hydr o- 2- oxo- 5- phenyl -1 H 1, 4- benzodi azepi n- 1-yl ) - 2- met hoxy
~, 25 et hyl chl or oacet at.e, —o—co—n“
7-chl oro- 2, 3-di hydr o- 2- oxo- 5- phenlel 4- benzodi azepi n-1-yl ) - 2- net hoxy
et hyI hydr ogen succi nate, CH-R . :
- chl or o- 2, 3- di hydr o- 2- oxo- 5- phenyl Nl_bgl‘,ﬁ- benzodi azepi n- 1-yl ) - 2- net hoxy
et hyI met hoxyacet at e, /crtz
(1)

2-'=(:7 chl or o- 2, 3-di hydr o- 2- oxoRS pheny "T'&l 4- benzodi azepi n- 1-yl ) - 2- met hoxy
. et hyI et hyl car banat e or
2 (7-chl or o- 2, 3-di hydr o- 2- oxo- 5- phenyl -I H 1, 4 benzodl azepi n-1-yl ) - 2- net hoxy -

et hyl met Niheesdd ROAPLRnts a halogen atom or 2 nitro group, R? represents a phenyl,
halophenyl or pyridyl group, R® represents an alkoxy group, R* represents a
40 haloalkyl, alkoxyalkyl, carboxyalkyl, monoalkylamino or dialkylamino group, an 40 .
alkyl group which is substituted by —NR°R” (in which R® and R” each represent
a hydrogen atom or an alkyl group or R® and R’ together with the nitrogen atom
to which they are attached represent a 5- or 6-membered saturated heterocyclic
ring which may contain an oxygen atom) or an optionally substituted 5- or 6-
45 membered aromatic heterocycle containing one or two hetero atoms and n stands 45
for zero or 1.
and salts thereof.

A

R —————

S




35 VWHAT WE CLAIM I S: -
35 1. Conmpounds of the general formula
[err] ~wherein Rlerr] represents a halogen atomor a

nitro group, R err}-tepresents a phenyl, hal ophenyl or pyri dyl

group, R err] repr roup,- Rlerr] represents a 40 -
hal oal kyl., al koxyal m@mg ‘Im‘w nonoal kyl am no-or di al kyl am no group
an 40 @upsvvh*ch i s substituted by - NR[err]R[err] (in
whi ch R[err]zland Rlerr] .each represent 1,285,529 a hydrogen.atom or 2in
al kyl group or Rerr ana H[err Together with the nitrogen_atom

to which they. ar e_gta-Jetre geatyes dn geordgnevidoritierle whesn & speesrots
heterocycliC meamm

ez b W e R ac SRR Y i 2 Dhel 21
opti on&lly substi Ru,te efts a pHeny-2-Halophenyl or 2-pyrid red aromatic heterocycle
cont ai ni ng ofie or twe Bwt@mplast damatacsdlnracwt@nvdsmﬂuwlm 3, wherein the 2-hdlor zebo
or 1. _ and pl§5§ g§ug -Skjprophenyl or 2-fluorophenyl groupy
1, 285,529 dxazepme derivatives in accordance- thh thcsy one of claims 1 to 4 in-

clusive, wherein R* represents an optionally substitute or 6-membered aromatic

2. Benzodi azepi nenek@scyiddonMiig lofe GrCHO mitAP@mEadistdd ofid aygenlor silpte @ﬂoiil &l err]

represents 10 oxygenorsulphutaepncanﬂommt@g@tmn or a nltro grougI 10
Benzodi azepi ne deri v%ﬁﬂﬁ‘?h a ?sen\ﬁ,herel n
ene, e, i oxazo l in dazme h :

Rl err] represent swﬁdﬁb Iy ;;lbtéieg ané’f roup 5
4. Benzodi azepi ne der. IBéﬁizbdfopinel denmedsmdadweanw trilfh dhﬁlﬂﬂwﬂerelmmeli'@teﬁbnfshe
2-halo- 5 15 a3-pyr1d%£§rzle X d ™ :sség alclgos a 2-chl or ophen ﬁl{%

. in rivati 1 X =40 H
2-11 uor opheny! gr S&Ri, wherei resents lialomtthyl carb%@%ﬁﬁ%@y t lves 1n
accordance W th ggyp one O i usi ve,

wherein R err] repr esdiaﬁzedlmapmpdenmeds I1 acgetthamte Wit daim 3, wha*reuﬁRfrmph&ned

aromat i c 20 a chloromethyl, et m Vhins y g'r ‘%m%w Epupgen at¥ns
or one oxygen or llg?hﬁr (%1 oxyethyh‘ng'o;:ate poxe - (o L4 BRBF at om and
one nitrogen atom 11.2 - (7 - Chloro - 23 - dihydro - 2-0x0-5 phenyl 10H - 1,4 - benzo-

6. Benzodi azepi nedldepmvatyl)/e& mﬂhoasmdmrpi@mme Wi t h cI aim5, wherein Rler r:!5

represents 25 12 2-(7 - z " P@EHYE msolx“azl?ﬂn@'
.- (:ﬂg e{:h%ihwg? car oxy ate

1
pyrazol e, pyridi n& E%U(%' > o%0 - 5 - phenyl - 1H - 14 Whingh ' S
optional ly ‘substi mhﬁeﬁﬁl byyiil- chigfoRbdfate.
Benzodi azepi ne der i vHit Bve(% |thoroac2;3)l=dm \m-tdxo eISal pimer@l \I\Herle4 NbdRtb-

represents 30  diazepi jdm ] hy py{azi ny roub
15 diaz B2 i e&% g:,_rtjfg/a | \Pé‘gnyf Hﬁc éo‘? geﬂ e with
any one of clains 1 c?6024 (7 I:I-Chloro - 23 dlhydro <2 - 0x6 k 5Si phenyl WHET-6l] ,41- Ei[na;r]

represents a halo t1-4 WWI%%P | kyl or alkyla

5
gr oup. B -2 _(71 Gloroz %e%g X P \RREY e 4H- nl"atE“Gi“’dances
W th C| aim 8, ‘wher lazeﬁm Rﬂﬁ};x?n]ac & & comprising a coMBound of Rl PEOGRANY!I .
2- car boxyet hyl , mtohoxpmktydmall&etchy:hmm tiefeofeinh mm&oW:g:r oufampanbleZO

10. 2-(7-Ch|ol°1@1‘m*ﬁ1 ticyl carrigr.jy dro - 2 1H- 1,4 -
benzodi - 40 O prd ﬁ' “fa“VF )°? thez“““’%‘lstféi’k'?%t‘ﬁﬂa“?n Bi nat¥.

salts the s comprises,
11. 2 - (7 - Ola convém?g the l@droxyzgmuxpiﬁothe si@e-chaiR b€ RYdompouddlof tht, 4 -
benzo- general formdlaazepl n-1-yl) - 2 - nmethoxyethyl picolinate.
25 12. 2 - (7 - Chloro - 23-@112.I:mdr0- 2 - oxo - 5 - phenyl - 1H
- 1,4 - benzo- 25 di az Hp|§1 1 - yl) - 2 - nethoxyethyl

pyrazjne - 2 - carboxyl ate.
- dihydro - 2 - oxo - 5 -

_ benzo- L
di azepin - 1 - yl) - 2 - hIor cetate
14. 2 = (7 - Chloro - 2,3 - dlhy- 5 - phenyl - 1H- 1,4 -
benzo- 30 dlazepln - \'2 - nmet hoxyet hyl hydrogen

succi nat e. ' 30 g (©)y 15. 2 - (7 -
Chloro* 2,3 - d|h dro- 2°- oxo - 5 - phenyl - 1H- 1,4 - benzo-

13. 2 - (7 - Chloro - 2,3

diazepin - 1% yIT - 2R hexwoly havzezhlsefgym Uk in i 1 ©
16. 2 - (7 - ChI omagr&plbfthedmhgmro - _- 0X0 - -phenyl - 1H - 1,4 -
benzo- ' di azepin - 1 - % rret hoxyet hyI
et hyl car banat e. 35 —§0— 7 - Chloro - C*t di hydro -
2 - ox0 - 5 - phenyl - 1H- 1,4 - benzo- 35 J‘[azepl n -
- yl) - 2 - net hoxyelmiemrmmhsylwcs&nilﬁmtgaenmclaml

‘ 50 by reaction with a suitable acylating agent ' 50

(b) for the manufacture of a compound of formula T in which R* represents a halo-
- alkyl or alkoxzyalkyl group, an alkyl group which is substituted by —NR'R’ (R® and



18. A pharmaceutical preparation conprising a conpound of formula I in

claim 1 or a pharmaceutically acceptable salt thereof in
adm xture with a conpatibl e phar naceuti cal carrier.
40 - —19. A process for the manufacture of the conpounds clained in
claim1 and salts thereof, -which process .conprises
(a)- convert|HH'"”ﬂl,myMUMdroxy group in the side-chatn of a conpound of
t he formul a [err] -OCORerr] '
~, Wher é2n R[err] chas t he §|gn|f|can,2855g9ven in claiml : 50 by
reacu Om W tiTa sul Tante acyl ari ng agent =
B g e wEyicron Mo g S iy stwady wle ocnlfa 1
Whl ch R[err ?ﬁﬂl g%g‘ é%ﬁlo%a gside-cham o a €0 aé tr f}% Oxya"' yl
group, an a oup 'S SU stltuted err (Rerr] andl
22 1, 285, 529 - Rerr} y‘;gg,g the si gni fi cance g| ven in claim
1) or an opti onaIIy substi-tuted 5} or menbered aromatic _

het erocycl e cont ai ni ng one or twoCH®t ero atoms, repl aci ng the - :
al i phati cal | y-bound hal ogen gt om L-rlcé he si de- chal n of .a conmpound of the

gener al formul a - lerr] 5

5 3 ~ wherein ﬂﬁf Rl ergdv) and n have the 3

significance given in cl S by a group of the formula -

-OCORerr] ' , whereLm Iﬁf @rr] represents-a hal oal kyl or

al koxyal kyl group, n al k roup which is 10 . Substituted by

- NR[ err]R ef rJ%‘;u E ﬂ'%‘ﬁ ér"’l“‘]e th"aﬁima“f’%g"%‘l‘@ﬁlﬁ"ﬁ bance given in claim1)
P ?1a||y substituted 5- or 6-nenbered aronmatic

het erocycl e contai ning —QoIED-cR: t W0 hetero atons,: o or

(c) for the menufacture of a corrpound of forrrula | in whi(éh R err]

represent an al 0 ic |tut errRerr]

(R er riO and R[sﬁg-éuzélé rcRreserEi’ Ha?oam alkog aﬁ}q g_ti{lhp wm ;; cl g m 1)

reacti ng a cormcuundm 15t hxbstg&cmes-ad»r 6-m ea arorna 1eh£t§rocycle cdm:ammg
- one or two hetero atoms, .

(c) for the manufacture .of a compound of formula I in which R* represents an alkyl
15 group which is substituted by —NR°R” (R® and R’ having the significance given in 15
claim 1), reactinig a compound of the g’eneral forsitila _

CH—0-00-2%
cH-—P?

\ 1)
, S

=t o= S

Yo

2

s wherein R1 R?% R*®* and n have the s1gmﬁcance given in claim 1 and R® rep-
resents an alkyl group which is substitutéd by a-suitable leaving atom or group,
20 with an amine of the general formula 20

HNRCR’
(VID)
, wherein R® and R have the significance given in claim 1,
or

(d) for the manufacture of a compound of formula I'in which n stands for zero, '
25 cychsmg a compound of the general formula - . 25

OH~0-go-R*

|

CH-R3

O
a1’ f=" ° {viII)

R

.. -, wherein R?, R%, R® and R* have the significarice given in ciaii‘m‘ 1,
or " . o .



wherein R err], Rerr], Rerr] and n have the significance given in claim1l
and R err] rep- resents an al kyl group which is substituted by
a suitable | eavi | mne of fj_g.en.er.al

fornmul a 20

I(-l\N/:QI[ )err] Rlerr] mli“ml““gw””mnd Rierr] have the significance given in

claim1l, sor *t he manufacture of a conpound of formnula
| in V\gl ch ﬁ3stands for zero, . cyieasﬁséﬁng a_conpound_of the gener 2}
f or mul

f di
sheteh sk QIR TR W setien 1
23 (e) fc(f) forhibe mam!isfcmoet eraecombmad obfupmMIimofrhxﬂm srarida foe zerpy, dehi ch n
st ands f.or 13 ox.oay lraﬁ? in the 4-popifion; § orzespgpding Fogmound o dorawls dniti Wb pouhd
of formula I in ﬁ stands for zero ' or : (f) for the

manuf gcture of a(gompwmaiaﬁosﬁw&@pbunumfmamml hia el Seardd® For 266,e- de- 5
oxygenating in tHwedramg@s:ompoond@tlccme@bﬁomnh ng conmpound of formula | in

whichn . 5 stands for 1 (g) for the manufacture
of a conpound of fornmula I in which n st Euda;of.g&r zero, de- hydrati ng
a conmpound of the general fornmula . . .
[err] fH‘R; 10 ' . wherein
Rlerr]:;, Rergl, Rerr] and Rl err] _bave Aghegsi gni fi cance given in claim]l,

or _ ]) for ‘the manuf act-ur a conpQund of formula I in which A0

st ands for zero, oxi di Si deh duf&natl ng(ﬁ)conpound of the
general fornula Jerr]® _

_ kS

o . , wherein R?, R2, R* and R* have the significance given in claim 1,

27 or
(h) for the manufacture of a compound of formula I in which n stands for Zero,
oxidising or dehydrogenating a compound .of the general formula

0H,-0-00-2"
oBR>
—
15 /2 @ 15
R

X)
- » wherein R!, R% R® and R* have the significance given in clalm 1
at the 4,5-bond
or

() for the manufacture of a compound of formula Iin Wthh n stands for zero, con-
20 verting a compound of the general formula

20
' ' : o : fnz-o-co-n“ :
-~ S wme
. . ' ) . . N-:— Il o .
kN . o 'gxz
| Rl . >CHew) o
: B2
o o . . XD
» wherein R, R?, R¢ and R* have the s1gmﬁcance given in claun 1 and R*° rep-
resents an acyl group, .
25 into the - corresponding 4,5-dehydro compound by treatment with a base
: or

25



, Wherein Rerr], Rerr], Rerr] and R err] have the significance given in
claim1l, at the 4,5-bond or (i) for the manufacture of
a_conpound of ,formul a |IJlAMnJiLIL§landS_LQL_ZﬁLQ+_£Qﬂ~_2Q_____MQrt|ng\a

conpound of the general formul a

20 [err] , wherein Rerr], Rerr], Rlerr] and R err]
have t he S|gn|f|cance given in claim1 and R[err] rep- - resents
an acyl group, into the correigondlng 4, 5- dehydro conpound by
t reat méht mnth a base 25 or - -f:
25 :
24. M;gfhmﬁm@ﬂ%ﬂﬁhﬁ&mﬁﬂa@o‘ﬂﬂvgﬁhﬁ gfff’dszf?)triﬁ{?f €7 i, rfeghi ch., N
stands for zero, verti.ng a conpound of the general fornulai
[err] '"'Mmm”1§§”] Rerr], Hew]amimmr]hwe
the. significance glven in claim err] rep- 5- L resents an
al kyl sul phonyl or aryl sul phonyl ggg8p, 5
into the corresponding 4, 5- dehyddo conpound by treatnent-with a strong- base
or ' (k) for the man e—& a conmpound of formula-1 in which n
stands for zero, re- ' rang| a conpoqgﬂ:of the general formula-
10 L _ )
10 [err] B whereln r], Rerr], Rerr] and Rerr] have
t he significance given inclaim ”_ into correspondlng ¥
4, 5-dehydro conpound. and -
, wherein R?, R?, R® and R* have the significance gwen in claim 1 and R® rep- .
5 resents an alkylsulphonyl or arylsulphonyl group, . - 5

into the corresponding 4,5-dehydro compound by treatmient with a strong base

or

(k) for the manufacture of a compound of formula-I in which n stands for zero, re-
arranging a oompound of the general formula

c%focoaﬁ
?ﬁm?
| N—co ' -
o R CH—-F _ ' :f
. L . .

wherein. RY, R?, R3 and R* have the 31grnﬁcance gwen in claim 1,
mtccl) the correspondmg 4,5-dehydro compound. -
an
(D) converting a compound obtained into a salt if desued
15 20. A process acoordmg to claim 19, wherein R* represents a chIorme atom or a 15
nitro group.
) 21. A process accordmg to claim 19 or claim 20, wherein R2 represents a phenyl
2-halophenyl or 2-pyridyl group. ’
. 22. A process according to claim 21, wherem the 2-halopheny1 group is a 2-
20 chlorophenyl or 2-fluorophenyl group. 20
’ 23. A process according to any one of claims 19 to 22 mclusxve, wherem R* rep- '
resents an optionally substituted 5- or 6-membered aromatic heterocycle containing
one or two mitrogen atoms or one 0xygen. or sulphur atom or one oxygen or- sulphur
atom and one nitrogen atom. : S
25 24. A process according to claim 23, wherem R* represents a furan, thiophene, 25 T~
oxazole, isoxazole, pyrazole, pyridine or pyndazme heterocycle optionally substituted . S
by 1 or 2 alkyl groups. o
25. A process according to claim 24, wherem R¢ represents a 3-pyndy1 2-pyridyl - SN
or 2—pyrazmy1 group. . ' -
30 . A process according to any one of claims 19 to 22 inclusive, wherein R* 30
represmts a halomethyl, carboxyalkyl, alkoxyalkyl or alkylamino group. :
" 27. A process according to claim 26, wherein R* represents a chloromethyl 2-
carboxyethyl, methoxymethyl, methylamino or ethylamino group. .
28. A process according to claims 19, 20, 21, 23, 24 and 25 wherein 2-(7-ch10ro- '
35 2,3- d:hydro-Z-oxo-S-phenyl—lH— ,4-benzodlazepm- -yl)-Z-methoxyethyl mcotlnate 1s 35
manufactured Co
29. A process accordmg to claims 19 20, 21, 23, 24 and 25,. wherem 2 - (7-
chloro - 2,3 - dihydro - 2 -.0x0 - § - phenyl -1H - 14 - benzodlazepm =1 = yl)-

2 - methoxyethyl picolinate is manufactured,
RN R




(1) converting a conmpound obtained into a salt if desired. 15 20. A
process according to claim19, wherein Rlerr] represents a chlorine atom
or a. 15 nitro group. 21— A-process

19 or claim20, wherein R2 represents a phenyl, 2- hal ophenyl or
2-pyridyl group. 22. A process according to claim?2l1, wherein
the 2- halophenyl group is'a 2- 20 chl orophenyl or 2-fluorophenyl group.
20 ., 23. A process according tQ any one of clainms 19 to 22 -
|nclu5|ve wherein Rl errn] rep- g gs an optlonallv substitut eff 5-

nber ed aromat h C . t t rrogen
at On’Bng Oxygaﬂoriogé\S fss ac).{oréugg &2 cI?an%s ?éé]’y}gk% 23 24 éﬁ h;&}e -V\IP- ;El‘g_ " atom
and on nltrogen at-ﬁmhoxaéhylpyrazme 2- Za&boxﬁa tsm&&f&nMCordl ng to cl a| m 23,
whereift Rl err ] r epr. edle i pyo rdmg ta ¢Himp Bind 27, wherem éxé&
i soxa__zol e, pyrazo %,e fgﬁ]'%e"gr ) 71 1’4he‘1e’é71°6"t‘,7§181‘e opbi- 3ndT“lﬂ§/ 3
substi tut ed Gtess c 0 &JuﬁéJiiszo 21, 26 and 27, wherdi® 2 -4y PEfRRESS
according to cI ai n;BZAB;hy erzei dfxoR[Se-rph]znyt em{eaent!ﬁmdn&em{r: L dyl),- 22-roeptr-i dyI

or 2-pyrazi ny gr eiph Yl rogen Succmate%m e ccordi ne of
clainms 19 to 2 i §' R RAEPEPs 91?04 %odl:l?zfjn jgé‘}'t}}e;gggg
hal onet hyl , car bo&y I xya@{a{@qgm I1<y| am no 27.
A process accordi n§ 340A(jrmm®&dmg\koeqlmsrﬂ9wwm, rambl?ewm:sz-éz-chlokoe?,bnet hyl ,

2- o car box P-oxordpheryicyd tlyhenzodigzemiy L-3D2 s thorvetbyl hphvlcasbarerteg fsoup . 5
28. A process acc Foest bl 1%aiCro, 70k 21,33 and, it > (MRS
2-(7-chloro- 35 dlhydro-Z-oxo-S-phenyl—lH-l 4-benzod1azep1n-1-y1)-2-methoxyethyl methylcarbamate
2, 3-di hydr o- 2- oxo*SExngn higewybd. 1H- 1, 4- benzodl azepi n-1-yl)-2-net hoxyet h?;
nicotinate ig 35 26 AP ture of the “'°’f’f‘l’°‘1nds ccor ng

f) formul im
to claims 197 20, ﬂz‘;f;?%ﬂe%fﬁ"fgsr%ﬁ“ﬂ éﬁ erstoR; feegibed (’%‘ eterals t(‘??;Eégérﬁlflor o -

di hydro 2- 0X0- 5- pheny;l Corhiturlds 4f REAZOT indTe@P i1 Sand safth thereof, when mandfacufi@tyoXy et hyl_ ’

pi colinate i s nmantheaetcess eldimed in any one ofclaims 19 to 36 inclusiv@(). A process accordi ng
to clainms 19, 20, 21, 23, 24 and 25 \f‘he{helA cants(7 ' chloro - 2,3 -
di hydro - 2 - oxo - 5 - phenyl - deﬂm;b% ppllég@mbazepln -1-yl)-

2 - methoxyethyl pyrazine - 2 - carmﬁﬁgtédaraeentagéii&nufactured

31. A process according to clains 249 Sonpmppa Bujldingsnd 27, wherein 2 - (7 -
chloro- 5 2,3 - di hydro _Chgncery Jage, Lordon, BEEAWAZ 1H - 1,4 -

i i - Pr.m T Eer 1one Office, by the ( gglqn i
benzodi azepin 1 Publish dby WES outha.ni A n Buj ’e.!bon on %; ?g‘?wat el1s

manufact ur ed. B sbtaia "0, 21, 26
and 27, wherein 2 - (7 - chI or o- 2,3 - di hydro - 2 - 0oXx0 - 5 -
phenyl - 1H - 1,4 - benzodiazepin - 1 - yl) - 2 - meth- oxyet hyl
hydr ogen succi nate is manuf act . A process according to
clainms 19, 20, 21, 26 and 27, where oro- 10 2,3 -

di hydro - 2 - oxo - 5 - phenyl - M{l@“ﬁﬂ“ﬂ\ |aze'pi n-1-yl) - 2-
met hoxy- et hyl net hoxyac actured 34. A

process according to clains 19, 20, 21, 26 and 27, wherein 2-(7-chloro-2, 3-
di hydr o- 2- oxo- 5- phenyl - 1H 1, 4- benzodlazepln 1-yl)-2-met hoxyet hyl

et hyl carbamate is 15 manuf act ur ed.

15 35. A process according to clalns 19, 20, 21, 26 and 27,
wherein 2- (7 chl oro- 2, 3-

di hydr o- 2- oxo- 5- phenyl 1FL1,4-benzod|azep|n-lryl)-2-nethoxyethyl

nmet hyl car banat e i s manufactured. 36. A process for the
manuf acture of the compounds of fornula | in claiml, 20 and salts

t hereof, substantially as hereinbefore described with reference to Exanpl es
20\ 1 to 25. 37. Conpounds of formula I in claiml, and
sal ts ‘thereof, when manufactured by the process clainmed in any one
of clains 19 to 36 inclusive. For

t he Applicants, _ , CARPMAELS & RANSFORD,
Chartered Patent Agents, 24,
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