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40[err] and 120f 8 frdafment QtuwIsﬁwélbﬁ@htfatt,pﬁan(@e_d>eatat@meg%ut Quék as achtfl, @n
further enbodi rmntyl(gtoupheenmed)bﬁxs irC edipeiBo Natoy ggrougd , sbehdahyeoliod, a dowrepdOrd  of
of the pr esentOf elﬂt‘ﬁlH re gl %Mﬂ SﬁléngSCn)f ‘IO%YI Igsfglg Sti‘éﬁ(t"??ﬁt‘tt"f\ﬂﬁ‘t h a
base. . 1ltt1§S kﬁ %ﬁ% egg HX] §;B’ céi lrlriéava egsgi: pJu Pe‘zo
embodi ment o tfl’rtﬁn Bréd d of rf&l'mu@ndIII BC 8¢ bRxliAK HGe may 6O

present invent |aom¢veab3cacapmnnﬂxtloi strohg basai$ugh thtdxata‘ orodagt a cbmboumds ofdiemydtr KI ed t 0
yield a com  aTHealkd dﬂt‘fgé‘f gofmdl“’éﬂf Fyrdox| g 5‘6@ g? afg@t’?&t“ﬁ%
Saponl f I ed u§d nﬂdé ﬁ%é i "Iq:UL luxléﬁ“‘jl}fe ﬁﬁllni To ?throa g{lré (tﬁeat_ 75
splitting out cu‘ndvutaera)mtdeyl(eg mad),eﬂpondm nguxaﬁﬂammdﬁmvunetteepr&ess % of a
conpound of forqfruIWbtldt )@w}ésh ige uesfif ectaehydrouhethsuly@tent uierentignn 4 heorr®owdswf| on

d
s the group Wakiy LA CRURES SRgeREiTi ) Sl oo ppou of

com
represents thpe 591 togm s pu u.mu-.n Kﬁ;ﬁﬂ: & as aff alk@ll bg@e
For exanple, t hﬂtltﬂapth&bfal@ﬁdlsl @R. thdn6ll) \Wydrehl Qkoxide (e ho&iph ahalsoxidy ahlakiali de

and of a conpcat Peverng  Hd| t@letne)ben@Sh)@atleb(fdt |S<t\tltvéiehydsxé@htra§1ylamlne

di cycl ohexyl carg y”° tif"éﬁ,gé @réii‘;"ﬂe@‘%}sﬂ St Lotbkie £ 5 1 de.
Thi's  dehydr a i 0@ andABRTILSE K thuadhual K aldschs ozst e G R a5
hydr oxi de, eff exheof m prooasmhezt ebtea«trmeda aanhkelamd athenpepatrasbe;twwnahgnd mixs de

and the like), "‘anl e énﬁ‘@‘l’ aﬁf | S 3 dfﬁ Qni ol vent such as
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al kali metal hydride (e.g. The treatnment of a conpound of fornula sodium

hydride), potassium tertbutoxide XV wth iodine nonochloride is
preferably and the like'to form the 1-alkali nmetal salt effected in the
presence of an inert organic of said conmpound and thereafter the 1-alkali
solvent Swtable solvents for thls purpose 5 rretal salt |s treated W th
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10 the presence of an inert organic solvent such acetic acid. In a
preferred aspect, either 55 as tetrahydrofuran. Tenperature and pressure
chloroform acetic acid, or_glacial acetic acid are not critical, but for
the sake of con- is used as the solvent. venience the nethylation is
preferably effected The conditions enployed in treating a at room
tenperature and at nospheric pres- conpound of fornmula XV with iodine nono-
15 suyre. chl ori de nay be varied
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compound of formula XV with iodine under fornmula Xl by reaction with a
conpound of 5 oxidizing conditions is the result of the the fornula

70 rempval of the iodide ion forned as a by- product in the treatnment by
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1, 332, 697 8 Formula Schene A [err]
(XXI'l) wherein Rerr], Rerr] and R err] have the significance given

earlier, with a hydrohalic acid. 5 Conmpounds of fornula IV can _also be
pre- pared by reacting a benzophenone of fornmula XIX with a conpound of the
general formula [err] (XXI1T) : Having regard to

formula scheme A step (a) is expediently effected in the presence of an
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schene A hereinafter: XXIV) ompound can be effected follow-

1, 332, 697 . ing the methylation pr®ed@@wpdremdsl of formula X
can he pl”?} P el andr Roltvr ebs S‘Wﬁf’é@“céﬁl“ii s cont ai n Iocan% At ng a
conpoung},40t. \f n}nré%ul u?% @Anﬁﬂaundt g}e{h@p%&" é G‘E?:ll;d aYcort Qr b p%mes
approprgaa&ﬂfaﬁmiaatl ng agent of the generaTh&maranpounds of fornul a I or

t heir Conpounds of formula XI | may be pre- pharmaceutically acceptable
salts can be 5 phared follow ng the proceduresf,d picted in admnistered
at dosages adj usgaetg-wrdi vi dual 45 f or nul nme B hereinafter which
shows the requ'he nFt”? and fitted to the cethti cal preparation of
conpounds of for x XIl exigencies of the ptuati on.  Conveni ent

wherein R err] represents the nmethyl group. har maceuti cal dosages are
in the range of XXVa) (XXVI)
or wherein R, has the significance given earlier,
50 -
% flor exa}r]nple, with stannous chloride in aqueous
_ drochloric acid.
Oo-c“—cooga y
20 . /O:: , Mo The compounds of formula VII may be

prepared by the deoxidation and reduction
of a compound of formula V using an excess 55
of zinc in acetic acid.
(XXVb) Compounds of formula VIII wherein R,
represents an acyl group can be prepared by
wherein R, and R, have the significance treating a compound of formula VII with an
given earlier. appropriate acylating agent. 60
The compounds of formula IX may be
The compounds of formula V may be pre- prepared by treatment of a corresponding com-
pared following the procedures depicted in pound of formula V with sodium boro-
25 formula scheme A hereinafter: hydride.
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fromabout 0.05 ng to about 1 ng per day. Formula Schene B

As will be noted fromthe foregoing, the 50 conpounds of formula |I and
their pharma-_[err] A ceutically acceptable
salts are useful as sedatives, nuscle relaxants and anticon-

vul sants. Their useful ness can be observed in a nunber of tests. These
tests were per- 55 formed using the follow ng.conpounds of fornula | as
the test conpounds: 5 .. (2 - quorophenyI) -7 -1io0do - 1,3 - dihydro - 1 -
met hyl 2H 1,4 - benzodi azepi ne - Compound A) and 5 - (2 -
fluo?'/o- 60 nl‘?pnvl\ -7 - indaP 1.3 - }1‘?;21’6?17( rrp - ’Ill) ( 9

1,4 - benzodi azep'd&ﬁxpoun@s of f&%la()@gﬁp&%}gbag)l o;rhc%fﬁ-?dq{hl:)y Qaf ko MURGIE other
rel axant activityy atatihdre ccapsaalidsmala 13X &ith N\iRRbibailg Sbludde subdanedser ved by

the results in tﬁeaﬂpmprl‘%? mgtmeggest I ncli ned S'éfreempﬂ;ét -of I\mn@lamlcer \Alevrre
th

‘%%%éu Eg%? in S%Z(t:e;%{ a(llv os@zccf uste@ to mﬁé‘ﬁlual

given up to aémétﬁm i

screen at | east sl schid Bherdrfrer V atdg@tbmett andd@ étlt ﬁk Qarm sl S
severe enough t opepansien tofienmpaands| bfdéprmfld AINe cegh@an.of Othet heitu obfenient

m ce/ dose and at WheEdsR. mprpsetyighe mpshl wrowm 10013a*’ﬂ'€la°@)m rd°@éffﬁltafetl éheGG ond 1
is converted into conpougg.s, SEEQL‘@'&;V] was cafefea Eﬂ?ﬁl tI'mof50
75 by reaction with N - benzyl OXY GRY. bonyl - 2mpou f’tha m,a-

Pat hol . Phar makol . car net ho lco)éﬁin-lasenh-@t” orlcdecauﬂoﬂmubid Silts Sare 114s6f,ul

(1929)]. In fol |l ow, Jg'rs*; pro- treat eds ttVFF’ 1 d &F °n'
acetic acid cedure, ound ¢ exhi bi t ed f‘rt: ‘”ﬁeca‘f g:gﬁ rrﬁpe,Bf fss
t he benzyl oxycar bonyl oup. 1 ng/ kg a By mrﬁpe d&l of
PD[err] pound 6 is cyclized to fhe| penzodi az&amﬂeI(ﬁ@rthe tegyf co@pdn g.2 -

80 pound 7 which nay be nethylated|{to the beﬁc ‘Eégpl g"clﬁ’gel;fggabaze y¢ _‘21:
Unanaest hesi zed cat: The corrpounds of «@r mul g, o EAY and §o@d-S 60
were treated p.o. and observed bﬁa‘r”ﬁaceupheaélj y7acc:>e<pt-absl edmgdrd azHil-tl on
salts for grd%s changes in be P, Mni mm-abeezods@pm - s~ one (Compound
anti convul sants, nuscle rel axants (%’f ectiveP g%ec{ﬂ Eii‘[’) r)xus&@‘%elarxnﬁ Jct%‘ﬁ’?St

e ub

dose and sedatives. Thus, they can used agf atco HPLAREIMCLE be 65

observed. Followi ng 85 medi cament observed by the results in the following t¢shese
t est procedures, corrpound A exhi bited For exg1 can be used in the
form a ME. D. of \ng%kg an sg)ound 258 m&ﬁ% S8LICAl 2 maximum

preparations whiche 180 a2 M Bosd.of 0500 Omgl/kgTTy.dK Gand t1EFE Mol the
association with a co Ft| bl e phar@f ceut i caklinedyr wiegr . at Thiss {oay rhoars fan e

an organic Foot Shocks or inorganne inert c%s?rv}ﬁg%gg‘;gar "F‘n %‘ﬁ cvere A

pair of mce is confi ndd under a onkt 90 sui %g b lg)ofgr}'}: méJse Hd Rasaggﬁ;er al
application litre beaker pI aced on a gr| d whiieh bHatvene mees add 0 $l:erenaSthefOI‘

exanpl e, water, §P’aﬂ°i“ IE"G@@ into aagg}l;i 4> PRe Fve%tcalcmtedl é%‘
4y

he 5
epi sodes starch bl g}cmgféé’ézf Jtal CraV ég}f‘ EI”
2-mnute peri od.rdRl rvﬁt drBlberﬁlchthn ace§&IBdid  @b@B)] Comp Rdae PDQ],, )660 s
are marked andf prelit e&tladier@ylmgarbowl gonp. Coma petgrkgl aad rﬁo;ngduhryB egbibited BhiD;,
phar maceut i cal é"“ é‘lf@j‘imy o n&twgze?‘?_’“’(f@:ﬁrl it @sd8se intervals 95 80

parations can b Te'y UnddhSmbild (£€d up to a maxi mum
of 100 ng/ kg. 35 Tas cbxa;kmhmrsSqf ﬁfrﬁgeesandsw@pOSINoﬁﬁdleﬁs ©dre Gepd e syd obhived he
100 per cent B otrinaepuiiy accemmablelp) addigen jafis | foruarals fobanges inebejavis Mlirimum ons,
suspen. “Sout_ LSS ert et G S
They may be sterlh dicdi®éhts. | NQ neasurenentgesat &t ‘f’ E,fb@ I/ Qibi
contain, additj vesthnias ﬂpvean bedosicn ltevietm as MIEI: fl@(bs g/kgeamﬂ domoakd ng
i's 100 serving, SiAHFE BRSO ithich consail Bickiybiieg @ MJerof&d mefiet he

resul ts are exprishids é?“% PR BEE o VoY1 ng the osmoti o pr essur e
t he dose in ny/ kg mbtgmR BéroCkriérhBarkriag hﬂlicﬁlgs AlQair of mice is confined under a one 90

1, 332, 697 suitabie for enteral or parenteral application litre behir m@qumnsaagrﬁcbwhndnerehmgr

tin, lactgse, _ fighting episodes
FO' | ow ng theb T% glaéne ‘gb g ear Eépr E are‘i%lcneédltf a mmLiaeatp%ix?gkgalrs f mijce
procedures, conpgyn dsg al 1 are Dieli THobd 1Bz 3 & &
wi t hout bei ng &Etrdéuni;cm r«rtj;/’ k@: ﬁm acmﬁzrabuna Bk hh&akxh@d[,o@amhxﬁeIdasteeidtervals 95
parations can be made up in solid form (e.g. are utilized up to a maximum of 100 mg/kg.
35 as tablets, dragées, suppositories or capsules) At the 100 per cent blocking dose (PD 100),
or in liquid form (e.g. as solutions, suspen- 3 out of 3 pairs must be blocked from fight-
sions or emulsions). They may be sterilized ing. The measurements are made at the
and/or may contain additives such as pre- dose level at which 100 per cent blecking is 100
serving, stabilizing, wetting or emulsifying observed and the results are expressed as
40 agents, salts for varying the osmotic pressure the dose in mg/kg which block the fighting




PD[err] of 2 ng/Kkg. The starting material can be

prepared as 5 The anticonyul sant activity of the com follows: pounds
of the present invention can be To a stirred solution of 43 g (0.2
nol e) of denonstrated by the results obtained in the 2 - amno - 2' - ™

fl uor obenzophenone in 1 70 follow ng test: _ _ ‘

litre of chloroform were added 65g (0.4 nol e) of iodine nonochloride in
50 m of Maxi mal El ectroshock: chloroform at room
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e’gg g? ?%)ggﬁ%ﬁﬂl’ pRaprbt evan fystearee| ycon wididand lefifeot s.  of
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consi delasﬁduralobeicstcmdemdﬂe ovntme@fod arfprm hyeurmat semgatpdndnitd 402 fedfutd -8005[ err] .
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e and ken 115
Exanpl eevhporate overnight. The residue waXhdaR€t @ﬁx nWIWLtiﬂ th 15@&11 sem TH Odr, Zneféns of 110 A
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11 1, 332, 697

11 2 m of concentrated aqueous anmonia was purple funes began to be given
off, indicat- heated to reflux for 3 minutes. The cooled ing the |oss of

i odine. The solution was solution was diluted with water and extracted
poured on to 1 kg of crushed ice. The wwth ether. The conbined extracts
were mxture was extracted with three 250 m .por- 5 washed with water,
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To 100 m of 70% sulfuric acid heated pivalic acid and 30 m of toluene

was refluxed to 105[err] were added 5 g of 2' - (2 - fluoro- for 48 hours
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acetate) (1 Ltk ffcc bRk SRRMALALI ARutionl N qaga fir 3Se o W Whical e&s‘%',

(2 - fluorophendted and kyiporatelOCrySillidafic@dofaghe 4 °€|'|’ It ce?a@

con- dihydro - resjdue |fledo (methylene ne*tldmyl@/hexs@H cmorldemlk:lldait Sed(.‘a -nﬂupa;phmw}ands -
crystallized oyl s apmintislarn ol gnaver inpeeii o
water. The soljd 1{){ Qﬁ[%dﬂ%f ;;EH[ errI crystalhzatlong [f,ro 70

th
T afidalof Whing A0
115 col |l ected, WBt.ed and recryst al i zed haxe¥y(méti@ens t eldridé)g LARE edldaitll Can

be pr epar ed as éV%t IHS/ Oé Cté:h F’Qﬁ |§ lﬂln%o)l(%lﬁ{f fl';?:tl Se}ldd@, -aft(chr-ystalﬁwdldnf(l)mn 55
cthe: e -
f1 uorophenyl }g -of oflt foreéo Hld 1 phelf % nlgs o r(,% "N
pent achl ori de wWgr eefiy eOXMorrde The'xﬁ Qre fhybg-. 'benz g&) 9
suspensi on of @#gwedofo sMnd -at fqorh tembmmed@raie ieof meling p@ﬂitelomﬂf—mm ti ng p0| nt
(benzyl oxycar bd’r‘?a'g‘ls igdegzs then i‘é@?‘ﬁﬁ WBX@UC_LZO TZ& erms 2ax(ples ilfuptrate pharma-
alyoine 10 00 AT ELEEAE har it T PESOORA Yot
accordi ng cool o#ehefting PoifUSS ¢ (decom'ﬁhbﬂmﬁljl XEidi & Was Stl T % {he

pr ecedi ng paragr%@zWefoaBt}l rqbg;ilmuhtwm nus 20[err]Eto m nus 15[ err] for
30 m nutes ni ght in 205X of 2-amno-
5 - |odobenzmp%::o ToHl n esol;mﬁld? cm of acgfﬁs‘éle?ﬁ@%‘

added fol | oned sbr;luni()@.ﬂﬂaie, Oﬁlte Q%ancﬂ.Z&mﬁB%dl’ ea(z.m@mpmyi}w—&hym evap ted
and aqueous s g’eld&t fr@{lénqtgéylem 5 errdlo -mefye2H-d- r esi due 85
crystalli zed fr :,ie ﬁ‘i etdﬂg%m@"@yl PEEIdEPEO-2PEi on was seé@a‘?‘&t ed.
15 iodoacetanilide of melting point 120°— ta@&7

15 washed tWI celZWth SOdI um car bonat e sol utTa:m Chr omat ogr aphy on 6 @g of
silicagel usi ng g % 50 ‘@ﬁ !fgamm fe Cr stal lization of the—16—

(v/v) ethyl af@e @%’%qdl“f’sf TG S Ll Wgt (et hyl ene 2108 9
chl ori de) / heXanerineh! aﬁErI dﬁpc}ﬂttfb dedmb reac(xal PrBJew«Qé ophenyl) - 1,5 - yielded 2
- [(benzyl oxycambenq ized from (neithylewr o 5 -7(2-- Flogtophenyl) —1Bret diydro- - 2H -
1,4 - car bofi)% m ert?y“:d"(“"é‘yl5fgzl](9g Ben - 14merhyl béﬂz-odﬂaz‘e On -

- one Of melti 2 1aie9 z- ﬁﬁ@t-aéafbloi 1az xE:dznlgao Qﬁgﬂos xture 95
188[err] - 1921[5eror eltm@.ﬁdnﬁI230°—€23§‘S¢daioinp®ﬂbn).0nwas fﬁrﬂefrblend ﬁag rt through a
hexane/ (et hyl erf S& Al thflef Tegoingt gSfer ee atherd @Ominjtingf mabretl’ﬁheawrxdect@mmet ni ng
30% fracti on$ ‘fffﬁf g E&% ? at‘f”@r{jﬁ?’q}q e U Bl #dedwer e
added to a sol ut ipafassiuft T‘&ﬁﬁ aRe aEtﬂ@ dn&onfﬁlfed Gnt. hard 1I ggllltl‘lll ta8 éﬁléﬁ%: aj)f oo 9
of the foregi nfjerastetiomifbi de mimtB0 0 mphefnydapsulating, xaachmdl hyd ro - - iodo -
1 - of methyl eﬁelesvill e%fitdgeieca hg P éfaRREs net hyl - -
benzodi azepi n iGurE w;'25dc ]ﬁch\e@tgl aTchcSaTc gfdat room pg ‘Hgﬁjﬁﬁat f.or 4 one of
nel ting point bpei¢deinto icd@fifreMhq pretipitited @aid Was t hen evapor at ed. £mi €si due

The fol | ow n"é (¥t ﬂ°§¢¢§la%@1ﬁ 11!’@ ipmsihpiene \fa@-figdrophenyBd Swdittydrogt her and t1be

crystalline g 33{ ni Hol4-15 sol j
collected to ylt I : |Bexa gg%j; rﬁgﬁ?}gﬁﬁfﬁves provi dqpﬁlpﬂgt he
i nven- of nel tmgylm (ﬁt— ﬂm@&{hery --I;BQZﬁledrro Rilepgirp@igdot i on) tions mi

80 3 g of th8 fﬁo‘r’@%br g ﬁ?@f*‘ Zgg i tefe mel y NC @dhitﬂequ@een mhy lmdnd 10

chl ori de and 1350_1390 after rec ﬁ B\ mo/ S%ﬁ at Car borﬁ e ms

sol ution. The (mecthylene chlorideyp&bdee Forrrul ati Qara,c[? A&l !é ene chl qjd dengl ayer

was drjed over Sodmml:!mdr@apsllol’/eSdmdanum sul f ate,

ettt MRS g en AT L sl gt
phe Yet o -

chl ori de)/ hexane iydoed dledn ahyl aaﬂ na, 4-- mzdao-Procedube(m'zzosbanﬂpl n- 2- one

10 g met hoxy ¢iazpin_- % lapd. 45 - (2 -|Bwrapbay)) - 1,3 - dlhydro -

on
165 ny 25  iggdfiAcsl @(ﬁf E‘ﬁ%’m TPl ol ot 20 e - e g5 i L

30 ng 123[ err] reduced pressure. The re51due was partitioned glycol and benzyl ngré‘bﬁn& and heated to 40°C
5 nm 1.5 g of bdweeerarbpmeletémdslobbtaanemecbomewmrefdmmedtoi nffeao sdlitionf Afed wene
contai ning 5 nf?.;%g SOIWHQ etorgamc layer was solllunon @o ?@°6f°fdl?@m theaci d
for 1.5 hours e e &I B 0B arRYSE t S1VVSBY R i Hindige irere, wdimi on
Procedure: m xture was crystallized from (rrethyl ene 5- (2 -

Fl uorophenyl) - 1,3 - dihydro - chloride)/ether to yield nethyl 5 - (2 -
fluoro- 7 - iodo - 1 - nmethyl - 2H - 1,4 - benzo- phenyl) - 1,3 - dihydro
- 7 - 1i0do - 2H - diazepin - 2 - one, lactose and corn starch 1,4 -
benzod| azep| n- 2 - one 3 - car boxyl ate wer e m xed |n a swtabl e mxer
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solved in 20 m of dinethylformam de and was returned to the m xer, the
tal c added the solution was cooled to minus 20[err]. 0.3 g and bl ended
t hor oughly. The m xture was of potassium tertbutoxide were added and

filled into hard shell gelatin capsules on a 100 40 after stirring for 5
mnutes, 0.2 nm of capsulating machine. dinmethyl sulfate were added. The
tenperature was allowed to reach O[err]. The reaction

Exarrple B m xture was acidified vvlth acetic acid and : Par ent er al
Formul'dti on poured into_ice- vvat er 133/ preci pi tated pro- : 16 -
per i 45cuagcugnd ac njefe%f ghce Catm w rnddlg-I Ss?c?r' té.gj Iﬂdeg&idl Y lnl.fEer was

5-(2-fl ugcn‘gg)h,e ohWi0dt Qrader for and e SO|IP.I'€(I on ‘was dried
over sodinjtion ancbdmea twethhydoluBdt: 1THe- sul f at e, f| I tered and evapor at ed.

Cryst al | pogion was b@h"i@dﬁ" iOnwigh g‘hé 5. & X ple¢ iFon of the residue from
et her/%e %jﬁiﬁ col&]& I apsuie °’5‘“]6’i“§ 2%!auﬁ_fhyl 5- (2 -
f 1 uor oph@ry¢dd) throu tenl aheEn fitled i %o O BY (L @ MBroghedtAR] ,3-dihydro- sl 50 7

- i odo - stgrile 2vmtl handpoules? pshich Il,usdaed wWirg Nz 07-iodg=1methyl/UH: bhol (Anhyd'rous)
0.1 “1“12% at%%ﬁﬁi%ﬁ h‘fi’lﬁ?‘”—e B auto-3 be&%?FBT?WTZ&i“e mel ting megni sodi um

Edet at'é* 937 eres Al Ty ;erﬁ,] J{ﬁgfg{a;& after recry’é 38 i zati on

*Disodium sa f _et
from Sedtivmsddcet ate Trihydrate ng (nmet hyl ene chbkaig dm)/ hexane.
Acetic Acid (d acial) m%%:Sodl um Hydr oxi de—}e% Sol uti on
Exanpl e 14 Example C q. s "fﬁh 115

55 1A m xture o?blebFﬂmulan?n Per T(,@et HrdcklRF0- Water for Inj ectl on g.s. to
1.0 m SQh&ﬁbydp)xenyl)-LBQ;h{ﬂdr& - tetrahydrb-@ -4F1u0tdipjad1yt) 3-- d?hydrol gdo - 1 -

met hyl - %HOdO-llmﬂl -2Helsfz0- Pr oceduré° Forl Gwylﬂ; |bFPZ°- - one, 5
m  of Py cajlﬁcaazg‘q_xaz one (2 - 2 éﬁr&ﬂr )tar-cho e ssmn; actoseo m  of
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to propyEAER XHPT educed pressut 88 iﬂ"lﬁgé“ FHRER | | ycol -and
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with stirring to effect solution ftaecmpdulamgcmcbmﬂate solution. The organic
| ayer mgm@@e?&ﬁgn had cooled to_30[err] C or aje the dried over sodium

sul f a8 g Sy ABLRTe Pt ngl adol ang dhuagdl Eﬁ!%@@%c@dé@d' um 10

1, 332, 69diazepin - 2 - one, lactose, corn starch and described in Examb al
acet ic amehiydwa/mi darrs starcls vera birbded ia e atddeeél forflnlations X-‘BIUIbe pwaaecmusﬁfgd 60 sol ved

i n appy oS Sﬁfa’ﬂ‘é"r‘edf‘@r BipfeEted:3 i @ i dr and added
Lo ChebSBPNY B, %ﬁ T e
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wth Zoxnpmaked i mableyyweigRt-bf W1dmgni t r ogen and seal e.d They wer e then auto-

benzodi azepi n- 2- ong e D 50 ng 10 cl av t-c’O 7 atnospheres for 30
m nut es. Lact 0pR e Farmulation aor ¥Di sodi um salt of

et hyl ggedi am netetra- rn Steametler F 30 ng acetic acid.
Tal ¢ 5-(2-fluorophenyl)-1,3-dihydro 5 ny 70 Exa

Total Wei ipdo-1-methyl-2H-14- 210 ng Tabl et For rrul ation 1B
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Per Tabl %Cz?;ngg‘efm (tmchhg)ar(ng fl UOI’ Ophen\yﬂe)emlR?’regt'eQb(tg':andr en atom or S - (2
- Fl uas ophenmyild) - 1 3 - "di hydra7s mg - 7 tHeGikthy 1, 4-

i odo - 1Cornpiserky | 2H - 1,4 -2%®AEz0- benz dl azep |n 2 one o5 100
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filled i mu:@d hegleilljers@él ﬂ’assgdelﬂmugh acepps U lirgsa eempaund agf Soriratai Ing aldeg Hi ove.
Pr ocec&g trln?ic c 'J%ﬁ _p;e gy é lght;rma eugcally (ﬁye})ﬂ acid addition s
1xe ith dicglcium sphafe an | ereof’ in assoc1at1 w:t a co tible 10
Exanpl E gnesx ste ?Bﬁgsed' t gh 2 %heﬂ‘mace ZQrrier. gﬁ%ﬂ %)gous manner
to the p&maﬁhﬁhgsmhhazemdn shugged.- ”mae 5)a1ctpmess f@rothi mhﬁﬁdﬁhe anehe descri bed
i n Exanphless were t | thyprap n’a-COmIBBUt me ddegipitives stlaimeghinnelsim bl ended i n
a ceuti E’Q‘Fh‘“Foraﬁ% i ONE"¢&n “f)aé“efj‘ E‘C gy comprises




sui tabl e m'xer The m'xer was granul ated to 5 - (2 - fluorophenyl) - 1,3 -
di hydro i wat er and the noi st nmass iodo - 2H -
1,4 - benzodl aze I“\l H“‘ ilﬂﬂ passed through a comm nuting machine. as
the active |ngre dried overnight at 45[err]C The dri ed
granul es were passed through a com mnuting machine and transferred to a
suit- VWHAT VE CLAIM 1| S: - 1,332,697 90 35 able mxer. The6
cal cium Sterate vvas added Co ounds of the ener | formula and ed
2 Beg g o

until uniform Es &l arafe WapfGerd- RiETUEsT Wop X
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3) 5- (2 - FIuorop enyl) - 1,3 - dihydro - 50 5- (2 - FIuorelehe-n-yI) -

1,3 - dihydro - 7 - iodéxemplg C met hyl - 2ffow! ¥eight benzo- 100 7 41%m#o - 1

- methyl - - 1,4 - TB¥tAprmulgion s g 2 procRR- diazepin - 2 - one and
'Fablet Proc

cornstarch \ier zﬁuo,g;)he,{g,l)mya&ggapoeutl cal pr epay af2i-Gnudsapigyl) S 1,31 agdrot-oget her

and passed thr OTHpho-B-nedyh-2H-1.4g a conp ound Gdefoﬂnulrwhyll n2kE | ajlrh 4 bopzo-

m nuting machi neenzofiaredingrafi x was th é ﬁiég?a arzﬁ sy giﬁ%%%#ﬂ‘% aa d

addi tion 55, ﬁtawht h di cal ci um ph blgna
associ at i on wutr y@ oS RA P Bkech105 of zohﬁgnﬂgmlelsauﬁmmheraagaﬁaehmepa‘sslﬂdldt rough

a phar maceut |®&iurnc§reanaer commi nut i ng mgaé Che wa dﬂ“‘e’l’h'(lile talc 5
process for the mpufacture of the SIS TR ﬁ,ﬂﬁefd é atf'ﬂ gpﬁfﬁ"ﬁ@tl ng
benzodi azepi ne FeriVatives claimed in cl &i mdﬁjﬂ;ﬁl ifdEmacai remal ni ng

magnesi um 1 ,Pridaduedd process conprises 16
1,332,697 25 5- (2 Fluorophenyl) - 1,3 - dihydro - 7 - | aci

. &nd
scet ¢ act o vl gl b g JEe it B R AT L
i n approxi mat q emco,afstam tvodre biekded a6l cauipil dargmbdtions thaﬂmélmaﬁmdlsmﬂded
to the sol uti csmxabIEhmwoll‘bﬁ iixar msgrad}accsltted Sto2 orqvhw*b h 3,30%11hydr° -7 -
Exanpl e E 530 saouFunﬁaSthyuP JUieE @adathe M9 %%%%t ‘;“F, L ocnzodiazepin - 2 o8| e

For mul ati on W‘I"ﬁaﬁﬂgﬁ e% P xf%l’a cgummmgtm mac % <0 e y redlent

ution wias
Per Capsul e fidrie@rgemukdvat g ssai SHr@ph Iaecoﬁandl e and filled into

I 90
5- (2- Fl uor quje"?ty’gp@ﬁ?thrc,%ﬁ%?“%mﬁ em-l e R: @9 %g@ mohrfl ushed

Wi th HEEhyls ZRER g%?n;“ﬁ; and seéﬂ BYR aut o-
benzodi azep| n- mp,@gged at a tablet weightJ$ 40@mg.0 claved at 0.7 atnm)%pheres for 30
m nutes. Lactose 125 ng *D s el salt of

et hyl enedi ami netetr a- WPISt r.ch 1 ovMy acetic acid.
Tal ¢ ormulation” 5 rm. 70 Exanpl e C @y

Total Vi ght’ 5-(2-fluorophenyl)-1,3-dihydro 216 ng Tabl et Fornul at™on 15 ’
Per Tabl et Pr océahsipé-mf;’i_y-ziﬂﬂuorophengl) 1, 3- di hydr o- 5D (2 -
FI uor ophenyl) Zogiaze I

iodo - 1 - Iﬁxcz} g;meiglfsphayﬁbgl)dratgenzq” Eh nzoﬁ%yﬂgge&s% hydrogen atom or 100
ng di azepi n -Cofn -Stadhe was m xed wi t h24 mgt ose 75 Lact ose

202 ng and co¥eenesivgy Si¥e a suitabl e hi“ﬁera“d a%&;‘f“(ﬁééﬁ ha 95
80 ny mi xturepyg %ﬁther bl ended Bys ngss,w? DPenyd en o) ‘gtzarch
20 mg through a co nuti ng machi ne. The bhended Cal CI um St earate

8 ng powder V\Bscedtet urned to the m xer, the A C(Zadﬁlemﬂtnld'l)bl khedigydro - 00
t hor oughl y. 5rh %@i E“’m Yﬁ%_lé3 gi@zo: :"h;z‘°d° - 1 - methyl - 2H 414 -phenzopa
filled into h qu%a &) b, Ol Lt CaRSInCSeRn S C AN iAo PREDHNOR - compris-

Procedur e: mixed together and passed through a com- ing a compound of formula I in claim 1 or
minuting machine. This premix was then a pharmaceutically acceptable acid addition
55 mixed with dicalcium phosphate and one-half salt thereof in association with a compatible 105
' of the magnesium stearate, passed through a pharmaceutical carrier. _
comminuting machine and slugged. The 5) A process for the manufacture of the
slugs were passed through a comminuting benzodiazepine derivatives claimed in claim
machine and the remaining magnesium 1, which process comprises



25 5 - (2 - Fluorophenyl) - 1,3 - dihydro - 7 - Exanpl e F iodo
- 1- nmethyl - 2H - 1,4 - benzo- I n an anal ogous manner to the
procedures diazepin - 2 - one, lactose, corn starch and described in

Exanples A to E, pharnma- 85 prehydrolyzed corn starch were blended in a
ceutical fornul at red usi ng suitable m xer. The m xer was
granul ated to ﬂﬂlﬂ %Eﬂyl) - 1,3 - dihydro - 7 - 30 a heavy
paste wi'th ter i odg_- 2H - 1,4 - benzodi azepin - 2 -
one was*pass rl fhrmmh a conminuting madf as_the active ingredi ent 17) t
was then dried ayeriight, e dr wer e S

t hrough a com fdafiy;tztl ng ngézl?]pféﬁ{g g{{ul:lhgt %%? q;oé,ﬁ f%@;il‘gaﬁfiﬁﬁ?; sa@\le&? R GsAl M
| S: - 90 35.able mxer. The cal ciumsterate was added 1)
Compounds of the general forfn;yl a and m xed until uniform The m xture was
conpressed at a tablet t 5? "110 ny. Exanple D Tabl e ormul ati on 40
Per Tabl et 5-(2-fluorophenyl -1 3-di hydro 7-i odo-1-ne 2H 1, 4-

(1) benzodi azepi n-2-one 25 ng Dical ciumR e Di hydrate
wherein R err] represents a hydrogen 3 om or 45 (Unm )
175 ny t he nethyl group, Corn St 24 ny
Magnesi um St ear at e and acid addition salts ft¥greof.
95 2) 5 - (25 Ehhﬁrp‘f’o%'héﬁwhi Slgmﬁcasce 8‘YfPh'9dro - Total Weight

225 ny o3 - 1,4 - benzodi azepin ¥ ?"‘ Rohes, thppighifigtnee siven in

3) 5 - (2 - FI ucbnarﬂaeigyh)comp&xma of fhe hgenkird - 5 - (2 - Fluorophenyl) -
1,3 - dihydro formga_ jodo - 1 - nethyl - Zkba SAM)MEY)HM@e répBembnt; of 0dO - 1
- methyl - 2H - 1,4 - benzo- diazepin - d{{slélzmama Arqgenating -at airee4,ar3d
cornstarch were  4) A pharnaceuti cal prepérﬁ‘? B IORRSREY visthe Rencraldfortet her
and passed through a com . j%ag a conpound of fornmula | in claim1l or

m nuti ng machine. This pr .was then a pharnmaceuti cal F'¥,oaccept able acid
addition 55 mixed with di caligium phosphat e and one- ha sa}..; t hereof in
association with a conpati 105 of the magnesi um st ear t"e, passed through
a pharmaceutical carrier. comm nutin machi ne and ged The 5 A
process for the manufacture of the slf wer e passed thmugh a conm nuti ng

benzodi azepi ne dgLiyat,i ¥8ShE ghiRGEe | fhefli@l M machine and the r W8 ni ng

magnesi um 1@, whiladh 1process conpri ses 1%herein R, has the significance glven in
1, 332, 697 claim 1,10 a) cyclizing a

corrpound of th&! %Fﬁr an cs ing,the_diazoniumsalt of a co

formul a h dl%ilysm L:ndger :(1{111%.0115 i%:;%ons ofﬁa co%} fgﬁb,gﬂﬁanﬁ t%pog%éﬁ, e ereirarlm Pa

25 [err] [err]po(nid of tvhgmeninfolfular r] has the significance given in

(M) 5 claim 1, or wherein R err] has
the sigfnificance given in b) treating a conpound of thé',_?eneral formul a

to a SANDVEYER-type repl aceggent, or f) oxidizing or dcqgenati ng at the
4, 30 5-bond a corrpounm eneral fornula (V1) B Rl err] has the
5|gn|f|cancé given in I aim 1, )

wherein R err] has the sig fcance givenin claiml1l, oMMwith glycine or an
ester thereof, or c) effect¥ng -ring expansion and acid g)(vemnverting
a conpound of the general 35 hydrol y&s under aqlt{Jeous conditions of a com

wherein has the significance given in
formul a pound Otvhetrm l@qﬂg ﬂl s1£11(?f{c£g'cl:tl: agwgl in 15 claim 1 and R, represents a halogen atom
[err] (VIIT) claim 1, and R, represents a lower C,— or an acyl group, 40

C.) alkyl group, or
into a corresponding 4,5 - dehydro compound
d) deoxidizing a compound of the general of formula I in claim 1 by treatment with a

20 formula strong base, or
h} dehydrating a compound of the general
formula 45
* R
Ry i I°
v N—C
:>E ;/G(cn N\
" ' e
Nea C
V) (IX)
wherein R, has the significance given in wherein R, has the significance given in

claim 1, or Claim 1,



(I'V) wherein Rlerr] has the significance given in wherein R err] has the

significance given in
claimil1, and Rlerr] represents a lower (err]-

40 ([ err]) al kyl
deoxi di zi ng a conpound of the general
with a 20
dehydr&tl ng a conpound of the

group,

fornmul a

claim1l and R err]

658 o) "

or _an acyl

represents a hal ogen atom
group,
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