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· CoMPLETE SPECIFICATION 

A Method for Purifying ,, 

7;.cJaloro·l-metliyl.;5•pheityl~2,3~dihy
dro-1H~ 1,4-benzodiazepinone•(2) 

ffoFf~j\~ ·· · · · 

We ~ · · F~ · K~u LA: ROCHE & in.g solution to cool and separating the pure 

CO; :Akuengesell8cbt(: a Swiss cbmpany 7 - chloro - I - methyl ~ 5 - phenyl - 2. '3 -

of·· ·-12¥184· ·. __ Grentaeh .. --....... Basie .. m .. y~-o lH 14 benzodiazepinone (2) there 

Switzertand <10' he~b' · d~~the inven: fr::rn~' - - · - · - · · -

s~~~S;! ~~~,:i~ 45 

d,e~bed. in ··and ~Y · the following it was formed by elimination of the solvent 

10 -~f::~~~uqti -re~s to a me$od for ~.g.an~va~=~:>~t 'ftnv::Un;1 :1U:: SO 

p~ _· 7~orl;).:J:me~l-5~phenyl~.3-· 
ittlpurities which were already present .in 

dihy~q-1H-l,4~~~pmone~
(2)1 which the starting materials as well as impurities 

' is useful. as a sedatiV:e. muscle :tela.Xant and (ormed during the reaction procedure. One 

·.Js a:~¥~!lf:Jh~:,d1a1 ~~~unc1s having =~~~:c1s~fu!~-2=:~;~~~0! 55 

the. u8efuln.ess mentioried . earlier. must be with glycine ethyl ester hydrocliloride in ,. · . 

. tiia:n~ "in · ~ ... Jllgh degree of purity. the presence of pyriCline to yield 7-chloro-5-

:llue':tP:'.:impuriti,es p~ent in crude 7-cliloro- phenyl - 2, 3 - dihydro - lH - 1, 4 - benzo-

. . . . . 1 ~ methyl ~ .$ • phenyl"' 2.· 3 - dihydro - lH- diazepinone-(2) which is in turn methylated 

20 l~4~b~diazepinoo.e~(2) the large seale in- to give. 7-chloro-1-methyl-5-phenyl-2,3- 60 

. . dustrilll · man:uf~e thereof has necessi- dihymo-1H-l,4-benzodiazepino
n~2) . 

. . ~t:i j,:U~:::~tf~;fu~&spr~s:;~ of In th~e rn~~:gn~ :: p~~:1~!hl1::!~~ 
meth.Od pf: purifi.catfon· via salts with in- methyl - s·- phenyl - 2. 3 - dihydro - lH -1, 

·~ :.· 25 prganic';a.Cids.: · .· . ·· . . ... - 4-benzodiazepinone-(2) is treated with dilute 65 

. : Tht'...if!¢1:b-Od· provided by the present in- hydrochloric acid to form the soluble -salt 

VCll1itOI1<~.cOfu@ses :treatin$ crude 7-chloro- 7 ~ chloro - 1 - methyl - 5 - phenyl - 2. 3 ~ 

1 -·~tg:yl- ~;-:pbenyl- 2~3-dihydro - IH- dihydro - lH - 1, 4 - benzodiazepinone - (2) 

}~4-~~~pmone,.(2) witp. dilute hydro- hydrochloride. It has been found that some 

· 30 ~hl~"'f?;:~cid;: · e~ating··. -the insoluble . of· the impurities present in the crude 70 

:rrlateriaF:frol.Ji.' ~¢-·_resulting solid/liquid 7 - chloro - 1 - methyl - 5 - phenyl - 2, 3 -

-mixture, "b,'eatiitg. ·the reniaining liquid with dihymo-lH-1,4-benzodiazepinone-(2) do not 

lliti'~~:~d\()f:~Ulpburic acid. separating the form soluble salts. Accordingly, by separat-

insOltlbl~ a.eid· addition . ·:salt· of 7-chloro-1- ing the insoluble material from ·the-. solid/ 

3

;,~~!~ t~Y:~fE:F.J 
75 

· . -complete. · 00ii'\Yel-$fou. of the- -acid addition carried out at room temperature, The 

40- s8.J.dnto tij.:O:fteifbase; allowing the result- separation· of the resulting insoluble 80 

'. c.Price:4s. 6dJ - . ' • ) 
I __ 
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, ':,i:l,1:1 frot-c~~ro~~=th;f.~~h:;1~~ -7· ~r9~i~eJ1:t ~ ~=yl~f 2, ~~ #~~ ·•· · 
· .. ··di.hydro - lH - 1. 4. benzodiazepinone • (2) dihydr0-1H·h4-benzodia,tepino~;.(2} :mtra~·'· _,,, :c: .. hydrochloride may be effected by anr con- or sulphate~ low~-alkano}. ~d bas!'- "to . '-~ venient means; for exampl". by filtration. · -~mpetatU11' '~ient t6 ~fleet :.complete·· ·. · .. ·.· ; In the next step of the purification oon:verSioii of said· ~nt8, the t.empeta.­., method"' of the invention. the liquid con-' ture shouJ,d not be so high as fo :Volati]iie . .~. the soluQle, 7-chloro-l~metb.yl-5- any su~Uliitial ,:.propQttion :of tl),e; !Owet~ phenyl - 2. 3 - dihydro - lH - 1. 4 - benzo-.~:;;a..lk:~ol sl;ll~ent being. u~d. '·:Thus; .. when ; 10 diazepinone~(2) hyd~hloriQ.e a,.nd some. eth8.nol is used as the ldvV'er.:.alkanoI. it has "7f retained impurities is treated with· ·nitric · been. 'found .!IDnvenient .to 1:J.eat to ~ween : ; '1 ac!d ~ sulphuric acid. The use of nitf!.c. ~~~C, a,lld 70°<; In:~ ··vrc{e.o;ed. enibodi,- ··.· .. actd 1s preferred. The treatment results m • ment aqueo~ ammorua IS used tQ release .. the formation of' insoluble acid addition the .base from· the nitric acid.· Salt as it forms· 15 salts; namely. 7-chloro-1-rtiethyl-5-phenyl- · .. ~ solUble s8.lt with the :tlitric acid released· 80 2. 3 - dihydro - IH - 1. 4 - benzodiazepi- · and the :wa~··se.ryes :t9 .1'9tll, enhati~. the none-(2) nitrate or 7-chloro-l~methyl-5- solubility Qf tl;le imnionitim nitrate fa the .. ·. phenyl - 2. 3 -'dihydro - lH - 1. 4. - bepzc>: IOwer;;alkanol'>and -;Sim1lltaneo~y·: to de~;.,;<:: · diazepinon:e-(2) sulphate. T~ ~tt_neµt i~ .. crea~e. · th~: s~lubility of· the . desired base·· 20 conveniently carried out at room ·tempera~ · .7.:.. chloto•';;; 1 • methyl - 5 ~·phenyl - 2, 3- ~5 · ture. It has been found that certa,in,.of the · dihy<iro - JH ~ 1. 4 - benz<>~inone ~ (2) remaining impurities remain ·.fa· sollltion. ~released:. · · .. · ... .· · . . · · · :. ' ··· ·:. Acccliifuigly, :by· simply· separating: the fu- ·· ... The iJ::eatin¢l:i.Lwith,the base .ancI subse;. .. :· < ·.· seluble material from .the liqlii.d further quent heating• to ~ cowplete. conversion .· .. ·· · ... 25. ptjrlficatfori results. This separation Can be yield~ a ·soltiti()rt.which~-u,prin, ·cooling. gives· 90 .· · etfected by any convenient conventional 7. ~ ch1oi:o.,.: J/'Dlt'1:hyl·-·5 ;. phe4yl ~ z~ :3 . .; fueihod; e.g. :filtration. . diliYdro-l:{l~J.;.4-~~iizOdi!lZ~bne-(2) .· in · a ... '.'; ... The solid. 7~chloro-l-methyl-5~phenyl-2;3- ~rys~e'fOrin,wbich caii· ·be:easily filtered '· . · diliydro-1H-l;4·benzodiazepinone~(2} nitrate and· rea.dily arid_ rapidly; washed. The cool~/ : · 30 9r .. sulphate .obtained is then miXed, with a ing may_ be carried out merely by allowffig. ~~ base in the ptesence of a lower-alkanol and the solution t<> stand at' room temperature · the mixture heated to a temperature sufii- 0)."" it can be acqelerated· by any convenient ~ient to effect complete conversion. · The cooling means (for exim.ple. iefrigeration ot .. t '· base reacts with .the nitrate. or sulphate to ice-bath); · The · ceystaUine-: 7~chlor9'"1~ ., 35 fcmn a corresponding salt . and the free methyl • $ - plieriyt ·.; ~ ·3:.; dihydro --l:JJ:.. 100 ~~si: =to- .7i!1i1~rtl4U:e~~~it ~:;~f:tf~t1:~n~e-aff)ii:tiis~== . none-(2). For example •. ammonium nitrate in .the C!llde. 1~cblbro-l~methyl-S~pheiiyl;.2~3.. . . or ammonium sulphate will be formed when dibydro-1H,;,1A•benz0dia.z¢piiione~(2). · •In ·.:: . 40 itjnmonia or a saturated aqueous soltition oi.:der fo enstlre 'substantially complete free. ,10,S · of ammoniais used as the base: dom. from the.:salt formed· in the final step '. ··J'lie use of nitric acjd is preferred owing (e.g.· ammonium •·nitrate) •. the·· crystaUiie4 i9 :tl;le solubility of ammonium nitrate in 7 :. · ·chloro - l ... me~yC• 5 ;; phej;i.yl - 2, ~. '.". .. . ... o·; tower alkanols. thereby facilitating the dihy~IH .. l,4~bellzod.ia.Zepinone-(2) can: be · · ... 45 reac,ly s~tion of the insoluble base washed with water. hi ·fact; the so- ~10 t7 -· chloro - I ... methyl - 5 ~phenyl - 2. "?- obtained ... 1:.chlor0-l~metbyl-5~pheny1"2.3• d,ihydro-1H-l ,4~benzodiazepinone-(2)J · ·from . dihydrO-lH~ 1.4-betiZodiazepi:Q:oiie•(2) ·· is in a · the $alt formed (i.e. ammonium ilitrate) in crystalline form which is; slii'table for wash.;., . . ,... $e alkanO:lic reaction media. · .· . ing inasmuch as·. there is .. ·re]a,ti'\tely,;,.~tt}e . ·• 50 · )Vhert sulphuric acid is used as thea.cid, agglomerati0n>or· paste fortn.a:tiQil;·~· e&.ri.$e>-.p5 atid. ammonia used ·as ·the base ammonium querttly ·the ~ashing · liquitt· '¢an""~i?l'ssec,1 ',: sulphate is formed and this is insoluble in readily and: rapidly through,· the crystiilj; '. · ··.· . ··. · Jc;>wer-alkanols. Inasmuch as this salt is · 7 :- ch}oro ~ .i - :m,ethyl;. 'S ./pheri~~.3 - · · · , r.• als_o insoluble iii hot lower-alkanols. it ha$ dihy~o-lHO:l.4~benzooiaZCpiho@~(2)'.~'~ and · -55 beeri. found convenient to treat th~ mixture it$ aci4 addition salts•a.re··claidiecf..:pe)$3'e.J,n 120 1h~1~:~~~%~~;;~~)ny~f.-~~:O:. :~~~F;miA:: ~!t:ri:NC:.~~=/ >.·• . · 4iurii · sulphate · whic;:h crystallizes out· W.:i.th · ~ 8".riaf No. 972.968),. . Both. gie~·-~~cf · , ~ '· · ho( lower-a1kanol ~d to s~parate the i11- and· its· acid addition salt8\,~~b.e<•maU1i.:.. -?.'.:: 60 =1:!t>an;I:~~~onw~ha~:riz~p:: . ~=~··: ~!e;~~~!ta~~!'t~ der!vativ~ The :7-<ililoro-1-methyI~S-phenyl~ peii~g _aJ>.plica*on for J;.;ettei's'..,Ra~t ·No: , ,. 2~'.;3, - dihydro - lH - 1. 4 - benio~i- 42402/6()Jnow·s~rfa1 Nq/977.964)~ n~ely ·>' 

''·• none-(2) then crystallizes out upon cooling by reacting 7~chloro:;S:.pheny1~2;3.;.dihydro~ .<:> 65 the alkanolic solution~ · lH-1,4-beniodiazepinone-(2) With a methy~ 130 ·.· 

., .. 

.:.-.. ~ 
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Iating . agent and, if desired, converting the remove any co-crystallized ammonium 65 
,."" reaction product into an acid addition salt nitrate. The product was recrystallized 
,~; -~,.-:.~y -~tmeD:t with ~ acid. The compound directly from ethanol and formed prisms 
~i, . ..And its acid addition salts can also be melting at 129°-130·5°C. (uncorrected). and~ 

.. t.: -·· manufactured by the process described and on examination by thin-layer chromato-
·. . cbdm"ed .. in the specification ·of our co- graphy, showed only one spot. correspond- 7o 

P"'..P.Qing application for Letters ·Patent No. ing to the desired compound, 7-cbloro-1-
42405/(jO (now serial No. 972,967). namely methyl - 5 - phenyl - 2,_3 - clihydro - lH -

:' . .-· by reacting 2-methylamino~5-chloro·beDZ?· l.4-benzodiazepinone-(2). Further purifica-' 
10 phenone or a salt thereof with a strong acid tion was effected by dissolving 50 g of the 

with glycine or an ester thereof or a salt of 7 - chloro - 1 - methyl - 5 - phenyl - 2, 3 - 75 
· glycine or a glytjne:: ester· with a strong dihydro-lH-1,4-benzodiazepinone-(2) · thus 

acid and, if desired. conve~ng the pro4uct obtained in 150 ml of ~thanol with stirring 
.into an acid addition salt. ' and heating. The resulting solution was 

15 It. Will-·be ·appreciated that :the foregoing treated with 1 ·0 2. of decolourizing carbon in 
processes yield, the. required , compound in two equal parts and then filtere~. through 80 
varying degrees of purity according to th~. diatomaceous.~arth. . 
detail~d; teGhn~qµes ~P.loyeQ, .. and that ~e ... .. The filtrate was stjrr¢ ,fo,r_ i h<?~r after it 
present mvention nee~s only ~o ·be:. applied ,had reac~ed ca 20°C., The,,slul":o/ of crys-

20 to the impure product. ·· · · . · . · · tals obtained was then filtered with suction 
· ·{~\ _ The following example illustrates the and washed with 20. ml of ethanol at ca 85 

. . invention. 20°C. in two equal parts. thereby yielding 
7 - chloro - 1 - methyl - 5 - phenyl - 2, 3 -
dihydro-lH-1,4-benzodiazepinone-(2) . as 
prisms melting at 130°-131°C. (uncor- · 
rected). A separate determination by the 90 
United States Pharmacopoeia method gave 

· ExAMPLB 

100 g of crude· 7-chloro-1-methyl-S­
:;_ · 25 ·phenyl - 2. 3 - dihydro - lH"- l, 4 - benzo­

<Jiazepinone-(2), assaying about 90% ··pure 
... and melting at l1S 0 -120°c. (uncorrected). 
. were dissolved at ca 20°C. in 300 ml of 

. -· . about 3-N aqueous hydrochloric acid with 
·· 30 -~stlhing. The resulting solution was then 

filtered and the insoluble material remain­
~g on the filter was washed with an addi­

.. ··-" · · tional 50 ml of about 3-N hydrocbloric 
· acid. · The strongly coloured filtrate: and 

35 wash were combined and SO ml of 70% 
(by volume) nitric acid were slowly added 
thereto with stirring. whereupon 7-cbloro-
1 - methyl - 5 - phenyl - 2, 3 - dihydro -

. . lH-lA-beni:odiazepinone-(2) nitrate ~stat-
. 40·· lized out rapidly in well defined crystals. 

· · 7 - chloro - 1 - methyl - S - phenyl - 2, 3 -
clihydro-lH-1,4-benzodiazepinone-(2) ·sul-

. . .. phate was also prepared by the above 
·· · · ·· method using sulphuric acid. 
· 45·· · The 7-chloro-1-methyl-5-phenyl-2,3-

dihydro-lH-l,4-benzodiazepinone-(2). nitrate 
, . · obtained according to the first paragraph 
. . .~as, susp~nded in 300 ml of ethanol and 

.·_. ;· 20 i;nl __ of 26 % (by weight) aqueous ammonia 
_·SO werc; .. added thereto with stirring. On warm­

.· . , ' ing_ ~tp1, 65°-7,0°C. complete solution was 
.• . · .. _ obbtj_ned giving a slightly yellow to amber · >:' ;/:coloured ··solution which was treated with 
·. •··--~- f.~ g. of decolourizing carbon in two equal 

.. _S~_- PEU'ts. ~p.d ~en filte:e<f through diatoma~us 
·· ·. ~- , .. The resulting :filtrate was pem11tted 

· · ·to· ·cooJ.:. whereupon 7-chloro-1-methyl-5'­
. phenyl - z. 3 - dihydro - lH - 1, 4 - benzo­

diazepinon~:(2) crystallized out in the form 
. 60 of well ~e.fi.ned _crystals. The slurry was then 
· · ·· · stirred ~t :ca 20°C. for 1 hour, :filtered and 

washed with SO ml of ethanol in two equal 
parts. The crystalline product was next 
washed with 200 ml of hot water (60°C.) to 

a melting point of 131·5°-134·5°C. 
As shown herein. the heating of the base • 

the lower-alkanol and the mineral acid salt 
of · 7-chloro-1-methyl-5-pbenyl-2.3-dihydro- 95 
lH-1.4-benzodiazepinone-(2) is to the point 
of complete conversion. In the case of the 
nitrate where the soluble ammonium nitrate 
is· formed. the heating would take place 
until complete solution of the ingredients 100 
is effected. In the case of the sulphate 
where the ins-oluble ammonium sulphate is 
formed complete conversion would be indi­
catecr when excess ammonia is .present. 

It will be understood that by the term 105 
•• lower-alkanol " used in the foregoing 
description and in the following claims is 
meant an alkanol containing from one to 
seven carbon atoms. 

WHAT WE CLAIM IS:-
(1) A method for purifying 7-cbloro-1-

methyl · - 5 - phenyl - 2, 3 - dihydro - lH -
1,4-benzodiazepinone-(2), which comprises 
treating crude 7-chloro-1-methyl-5-phenyl-

110 

2. 3 - dihydro - lH - 1,4 - benzodiaze- 115 
pinOlle-(2) with dilute hydrochloric acid, 
eliminating the insoluble material from the 
resultll!g_~QJi.9/liquid mixture. treating the 
remaining liquid with nitric acid or sul­
phuric acid, separating the insoluble acid 120 
addition salt of 7-chloro-1-methyl-5-phenyl-
2. 3 - dihydro - lH - 1. 4 - benzodiaze­
pinone-(2), heating this salt with a base and 
in the presence of a lower-alkanol at a 
temperature sufficient to effect complete 125 
conversion of the acid addition salt into the 
free base. allowing the resulting solution 

:;!~l!~'.~i:·::· 

Ji 
·;; 

;f1:1~~~--­
~flB.eJ~fi;~; 
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lating , agent an,d, if desU-ed. converting the remove any co-crystalljzed ammoniwn· 65 ''-..~_reaction product into an a.Cid. addition salt nitrate. The. product was recrystallized­--·i,y -treatment .wi,tji ~ acid,. The··c:0mpound directly from ethanpl and formed p!isms_ . , , Lind its· ·acid: addition salts ·can ·also be melting at129°-130·5°C. (uncorrected). and~ Y manufQ.ctUred:.by the proC:ess .described and on examination by thin-layer chromato­claiined. .· jn' the specification ·of · our co- graphy. showed· only one spot, correspond~ . 7o pending· application ··for Letters'·I>.atent. No. ing . to, the desired compound. 7-chlo~l-42405/~0 (n,mv serial No. 972.967). namely · methyl - 5 - phenyl - 2,,3 - dihydro .- lff.~,, :·.· by reacting 2-methylamino~S~Chloro-benz~- l.4-benzodiazepin:one-(2). Flirther purifica-r 10 phenone oi: a salt thereof with a strong acid tion was effected by dissolving 50 g of .·the '. r :­with glycine or an ester thereof or a salt of 7 - chloro - 1 - methyl - 5 - phenyl ~ 2. 3 ·-, 75 glycilie or a :glye~.-i~::·ester' With a strong dihydro-lH-1,4-benzodiazepinone-{2) ·: , thus. acid and, if d~. convertjng the pro~uct obtained in 150 ml of ~thanol ·with stirtjng into ail acid addition··salt. ·· ' · and heating. The res~ting solution w~s 15 It, Will :·be' tippreciaied · that· :the foregoing tr~~ with 1 ·0 g, of de~lourizing carboD: in ' ~ processes yiel<L,the:.: require<J., ~mpoum:;i in two equal parts and then fiJterec;l. th.rou~ 80 varying degrees of p:urity- according to . th~.. diatomaceous earth. detailed .,tAA}lniqµes ~ployed,. and. that the .:· .. °Tbe filtrate" was st:W'~ ,for 1. hqur after it present itive~~on .n~s·on1y:~ 'bt{applied ·,had reached ca 20°c., Tbe.:slurrjr' of crys-20 to the impure product. · . . . . .· tals· obtained was tlien filtered with suction The following example illustrates the and washed with 20 ml of ethanol at ca 85 invention. 20°C. in two equal parts. thereby. yielding 
ExAMPLB · 

100 g of crude· ·7-chlor<>-1-methyl-5-
25 phenyl - 2. 3 - dihydro - lH - 1. 4 - benzo­

<Jiazepinone-(2). assaying about 90% pure 
and melting at 115°-120°C: (uncorrected). 
were dissolved .at ca 20°C. in 300 ml of 
about 3~N aqueous hydrochloric acid with 

30 ·stirring. The resulting solution was then 
filtered and the insoluble material remain­
ing cin the filter was washed with an addi­
tional 50 ml of about 3-N hydrochloric 
acid. The strongly coloured filtrate; and 

35 wash were combined and 50 ml of 70% 
(by volume) nitric acid were slowly added 
th~to with stirring. whereupon 7-chloro-
1 - methyl - 5 - phenyl - 2. ·3 - dihydro -
IH-1.4-benzodiazepinon~-(2) nitrate crystal-

40 · Jized out rapidly in well defined crystals. 
7 -: chloro - l - methyl - 5 - phenyl - 2, 3 -

dihydro•IH-:J.4 .. benzodiazepinone-(2) · sul­
phate was als<> prepared by the above 
.method using sulphuric acid. 

45 The 7-chloro-1-methyl-5-phenyl-2,3-
dihydro-lH"'.l.4-benzodiazepinone-(2) nitrate 
obtained according to the first paragraph 
was. suspen,ded in 300 ml of ethanol and 
20 ~1.l~f 26 % (by weight) aqueous ammonia 

50 were.)ui~ed thereto with stirring. On· warm­
ing 3t(),:,65°-7,0°C. complete solution was 
obtabied_givi!ig a. slightly yellow to amber 

. coloiired sollition which was treated with 
. 2; g. Of.· . decOl()urizing carbon in two equal 

55 ~.madtjlen filtered through.diatomaceous 
~-\Th~, resulting .filtrate.was permitted 
to . <:q<>t~ ·w]Jere#pon 7-chloro-1-methyl-5-
phenyl ·"'''.'.?~'.3. -· dihydro ~ lH - 1. 4 - benzo­
~ijis;jA~(2) crysta}lized out !n the form 

60 of welL~~fµied CfY$tals; . The slurry was then 
stirred .. at~ca 20°C. for 1 hour. filtered and 
washed· Wii:h · 50 ml of ethanol in. two equal 
parts. The crystalline product was next 
washed With -200 ml of hot water (60°C.) to 

i 

7 - chloro - 1 - methyl - 5 - phenyl - 2, 3 -
dihydro-lH-1.4-benzodiazepinone-(2) -as 
prisms melting at 130° -131°c. (unoo:r- • 
rected)'. A separate determination by the 90. 
United States Pharmacopoeia method gave 
a melting point of 131·5°-134·5°C. . 

As shown herein, the heating of the base, 
the lower-alkanol and the mineral acid salt 
of 7-chloro-l-methyl-5-phenyl-2,3-dihydro- 95 
lH-1.4-benzodiazepinone-(2) is· to the ppint 
of complete conversion. In the case of th~ 
nitrate where the soluble ammonium nitrate 
is formed, the heating would take place 
until complete· solution of the ingredients 100 
is effected. In the case of the sulphate 
where the ins"oluble ammonium. sulphate is 
formed complete conversion would be indi-
cated when excess ammonia is present. ·'. · 

It will be understood that by the term 105 
"lower"alkanol " used m the foregoing 
description and in the following clairiis is 
meant an alkanol containing from one to 
seven carbon atoms. "' 

WHAT WE CLAIM IS:- 110 
(1) A method for purifying 7-chloro-1-

methyl - 5 - phenyl - 2, 3 - dihydro - IH -
1.4-benzodiazepinone-(2), which comprises 
treating crude 7-chloro-1-methyl-5-phenyl~ 
2, 3 - dihydro - lH - 1.4 - benzodiaze- 115 
pinone-(2) with dilute · hydrochloric acid, 
eliminating the insoluble material from the 
resulting solid/liquid mixture, treating the 
remaining liquid with nitric acid or s1d­
phuric acid. separating the insoluble acid 120 
addition salt of 7-chloro-l-methyl-5-phenyl-
2. 3 - dihydro - lH - 1, 4 - benzodiaze-: 
pinone-(2). heating this salt with a bas~ and 
in •the presence of a· lower-alkanol at a. 
temperature sufficient to effect complete . 125 
conversion of the acid addition salt into the 

· free base, allowing the resulting solution 
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