EP 0 253 571 Bl 2 Descri ption -
al dehydes i ncl ude benzal dehyde, salig
3, 5-di chl orosal i cyl -al dehyde and p- [§¥ﬂ$5$%31 stant i nventon is directed

to a.one-pot benzal dehyde, the catalytic anpunt of which for process
for the Description on racem zation of pri- aldéHyded ii deaberrza:zldtwgen se;fcvlhlde.\
unvant ed isomer,] Thass vgg,p eflrl - hy dEXMgteh, 4 éf o SREFIRune ofwhieh 10!
€ selec EQL sé?, un facemsza {on of al Il zal b@diti raﬁér% ih bf the bihkdhtédlisomer of
di ast er Coia selobilie degi I etheiseiodted prihadiy Sififiél bt @rystallikdtien of

resol ut |cwggaaﬁatgnsa a.sstaadngriaechﬁulbg.mment | N sthiedesieddsvmzabas®acurred in the teselution
i S genersaidlsyitsnd thie sBbgequént mBlteratemibaeed of t h@ixiredy gfé'ﬂaﬂ\t Flzsme?» tqy3/mpll b, based
cat al yt iof theckiharjepsntiomer byrthe patalytig additian ed armu?ftn:‘ﬁf‘a' FH'at p ﬁﬁ Suxipire pegsent. N
aromat| & A'I‘;B‘éﬁ‘!?ﬁ%?"df WD PRI 18 SERFRO” St ef €0- Leigic pmcestés&?se.&ﬁfﬁrﬁgm\?éy aml:éielvslﬂvr“
for pri fBYS/ “aMines W tH SpeciTic synt nesi 8 Of arbiRE Ao Bbhch SOEELe 3(R.S) omind 0.
acidic [err]-hydrogens, |ncI udi ng, for exarrplmhydBemmmDs d‘leailabll-meemﬂaepm
such as 3(R S)-am no-1.3- dihydro-1 -nethyl - SZQFFEWIWEWQKAV bmz&;dmazw!am in
2-one, fBerkgwhunrhofahk bvemticrcess i nt er nedi at e |’ﬁ5(ﬂét9k iogf P gf\ﬁ:?ﬁtﬁ”ifﬁ“‘
resol utlon racem zatlon rocess of t pr’éseng’ 2H1 % {? ro-1-methyl-5

O [F4 on
3(9S) - my en i t"ﬁ‘ g:ala@J ¢ ciasses o,s.;,po%;fl racem zation
of Perk Izjd‘ 2 97%)- 2 e, m) Ytﬁé r@h&ﬁa&rc BOW process
(O ark @Focadses requireCstoishiometric anq,amalaoﬂ;owl fonic a:cordmaab tthis Peertiom may bé7rBpresented
481, 19%4GyeakHohimy etid ahihanlanondtic aldehyde, Bpecilvcal |y, the schematic of the
process whichcseserely Fraitsutheeprogaspeshicopestlici ¢ anounts of both according to
this in gmm ﬁggaweﬁéa&‘%aﬁ@aa%m&ak chiral acid and an aromatic
al deby d&F st T o ﬁféﬁ, m&%ﬁjo ImtS_'th&owtfasems&imi@ppl |- cations
i nvol Vi Qgveldy dHCscohéHicdl feggmng tartrate salts. It was

t her ef or@ocRtioRlL@kikatioh of Wesw-fb\/rﬁﬁelrmyt o Resol ut ion - Racevm zation
devel op basic ecganznemmks comeinipgt a-pydvegess for t he
resol ut SGH'DV'a%é’mYzQaFi"a'M"Q)?mmal@f zﬂta&ﬂm)der at | c or 'rc ami

contain a cat al moAL—0IL =20 ai
It was Sr? fg‘he, %% c'ff’g %Ie r:ﬁrﬁgéﬂg |o(r:?9to d Iop an ebficient
for theopgamarsafd,mc.d saB I.sol ation of theawogi cally-pure desi re
i somer. of a chiral sulfonic acid salt.
[ERR] 35 . Description of the Invenl Lon The
present _inventio directed to a one- pc'ff hi gh yield process for e

, the

40 pKa's 1@.& pVdab i nvahtfonliE Gifeclddan s Qhe-goiual to ?_ J,Ch corghie ses O 86

- 0. 94 rhgierxpibosad fNhS raabluioncratentitatisnll f oni ¢

sol vent oanutnarvtamlr@s witheacalirua-bedregens thd wdler t sol ut+trormrof=a ra )

m xt ur e P6¥’s of sﬁaﬁ?m@eq“a'%‘%\)ﬂbﬁh an a-hydrBgen tJd chgate a resol uti on

mxture°°'¥ mg .dm§96 ﬁle With stalllne di ast ereoneric

sal t deg,g,yeg g]eg d| ahd the ch| ral sul fonic acid,

Th aCediThﬁbnamaria:ehﬁc rﬁﬁﬁs M rysﬁiueé:t | wel y addi ng a cat al yti c anount of

an ar omwith caml abydrogebOto crqateysat aedoluripmg the 3-S-amine as its (1S)-(+)-10-

hyde t omipeey wdlnetthmesmummmwramthfa ltering the canphor sul foni ¢ aci d

(CSA) s&'lyf’a"'ﬂ“r dapigienf e’éﬁs"# ‘feé' ﬁ g]é mxture 9 isolate the oj s pur
uifonic he racemic amine is resolve ?y sgle nvely

mine . a the
-.-) 10-

sol ut i ofydilg & Jcataiid Gmbhrk bt Gn Ardaibite fdeeNt s5SA Gk GREH-4.5
pri mary npde :raehc;wetsﬁnuﬁ?h mixture; and fuﬁ&ﬁ\@ltl‘gﬂ he ef ﬁéﬁﬁ&smh.ﬁax&@ ssmﬁwua&re fa

resol.ut |D(?ﬁ°' é@&&gﬁ'}ﬁs'f“b‘ﬂ't'(ﬂf‘ primary amnes with agidic [ei& hydr og

a- hydr oggsnlution mixture to isolate the optically-pure solution of {+ ¥ &roine avith0l.d yquiialehUCEA
of the QB&H‘TSRUE@H %@ﬁeéitqummm eith & chi r alandidepding Ghﬂaeﬁf@ss WQEf%MS‘aFSn'SQ'h‘PQ
55 “opddnges gl ey e 0

es or_chir } n r.in or
camphor g rﬁ@'ﬁ gﬁlm% j SJoEeﬁ caly XA BmglEL i Oprbafppfcamé' or
acet at 6(1s§).l(+ 091'3 L c aci 13(:@1’3 tridd Its in the 3-S-amine CSA with

acet oni camhphersulf@td | dem, i for tvhﬂch3-aﬁpraﬁﬁaﬁe CSA Wi gréat€rangieos Sl ehatibtieraQivelty. kolbted

. whi ch apmﬂmprqoats@s (solvents in w cfeaheephltahan 99. Yyidldscaregenecvatierdd c 4R 9b.i with the mother

|

| sol at ea":er %'5359' \gmf% efsa'r"h wié? ch 'nwe'sgimtwang an appro’: ey 99 : t'°
gener al f pr% yl ace ?\e and tﬁ% mc,suI foni CC !s aﬂ?‘rreu‘grrd%})h ‘@gﬁ i@gg
or gani C gthefQuch asdeﬂﬂpétﬁerclﬂ@( ltryuﬂgetﬁ& appro uﬁt@u Qafe RS 1ethe resol.

such as tembyrdfume cliiotate atd etifdxQéthine; uttoﬁ)fm&tlﬂﬁb aﬁ range> -aN0.51€, 3.AReh/mi)
t he i solkeatenitriy; & mirtures theseqlr Ureful amoetiat e Fand dptimiges the ervadlizatian or gani
CSA salt appearing to be a hem -hydrate The ether, such as diethyl ether,

met hyl -t - butyl ether, addition of small2anmounts of water to the resol
t et rahydr of uran, di oxane and di net hoxyet hane; ution mxture (KF
range = 0.5 - 3.0 ng/m ) acetonitrile; or mxtures thereof. Useful aromatic
65 optim zes the crystallization. 2 3 EP 0 253 571

Bl 4 Resol ution



The +acerfi zati on of the unwanted 3-R-isoner is then achieved by addition of

a_fCat al ytlc anount (3-5 9% of an aromatic al dehyde, and an equi- librium

concentration of imné is establishdkP 022571 B% aci di ty of #he al pha proton

I's tgus increased, allowing the chiral center to racem ze at ambient

tenperature and basi city. Resolution

[ ERR] | nT'tmecmlea@ncé tf ubvadted-3-Bisddenol es of CSA, the crystalline

3- S anmit g%ﬁﬂ‘%"&f’fw?@"e@e’éﬁﬁwh' mout) renpved from thesequilibrium gg'e”m
h 19

by VI r me :s 'é;f;;:tu nggin the 3-R bei ng s
ti NURieR yof ﬁc;eggeraes t0 the desir S-‘am ne.
conbl nauomgmu&mrerbeaae%zmimahfs.eeaSI ly 15 run. race c amﬂne i's

di ssol wemperaturesapgibagisity. acet ate and treat ed WI;t.J”h/B.ﬁm nole o CSA in
[err] (V\h"t‘PP qu Pi%ﬂeoﬁwgsef%héhﬁey red end-product) to g ve generally

gr eat ers ¥l fmm "‘"‘e Cbsu . e'B‘P"\fL 36% nol es of -the racem am ne
crystaloﬁhgg, Jiforeii] gj‘#{ "ﬁe‘ésﬁ %;(by assay of 20 prepare‘

accor digggtiduBudhX a{me@s,h bhse supernatant). The intro t aaf
gener aldeyired 3-S-afinem EPO ubI [ shed Application 167 919 in iso- 5" mol e %
of 3.5- dl"ndmomhmalreswmam cbebfy'dﬂlmaseahé/ Hropyl acetate (6000 was

titrati "e a4 +)-10- [err] of about six hours at 24
end product) to gwe gene aci d ( GoMdiukon o3 1967imdids SMh&fkerhiB amine

Af t er arjisalliadtionfof HeRIS-ambne (By aisbﬁopl’ ogeiCct drépared2BccordingCedt Qﬂin‘tﬂlés| 83(&\@0@4
n1 ) ( itheesupefhaiabt) Mtechtitduction ofi@sendrallyl at ed by ffonl EPQiPulgishédnA At lﬁhmﬁ i88
elf'tl-" melefpf 3\5/{\1'4“@"%&!'%{3543?1‘! ofthee tenperPaQRYP ac @Pr( 006 g d~&§nasa !)3_%‘3'

10-
app t of%l:?lut six hours acemization wn[tesr r] ttwatlh omca gn 8% Tes in
wth 1% §§QL rJ 'nm Er‘oE seag%‘t, Soatnitrild] 560831 g s%fu n) u)las
am ne Gsafateth W‘lﬁlﬁ&«on r im g racemagadd, Oinild OﬂSmiaﬂuﬁfgeﬁﬁetéM Ature <
t enper absedeon ladiine or a e;nmetbargedo y'Eh:e whi t e 281C piah Heomxtugesbedniglseedad withd 10 of
| s sorr@am!mqb fiiting rdegeot$S4i Theorate aihd .33-S amive \GRAwhen 6050 %pefahe §§A bad

&ce |zﬂm es g_prep 'F@&F‘EF“E"F\%H“QO | e b‘?&'tS'A" g} gsngh ﬂ‘s”f'ﬁ n was allowed

e PR Rt g T

assayer‘é}.F PEG‘“F‘LS ‘P‘b W;{ RYhuses racem zation Vé & §- Rme o sur
ee S O

say
f racemization sl the /Q)pf t he anWﬂéh 70184 B of the 3-

gr eat ergrdakeammaaror egisdto mmmiLG@/o OBA@irfdallySA Vi It 5adrhiye) was Suﬁd’ﬂslﬁ)nonl\isSthé)OSA edit (by

sol ut i oreveingtbe C8&msztion. (Ibthpeesnermfiang t he raas?envfzanel enpernamnnhehewenwreowaa

assay &ﬁAtgwtrercgu erth%t:gﬁtlan oftfrre aming wilk W% CS)’A?"G e "Eﬂﬂ » '3 plg Weabgpgé?efg-
free alﬁ.ﬁ% foE “1llelwm example s mlzengecw{o aner8 g (0 (azf Wﬁl]rr%'ig I% 83 lﬁf 36 hours. Upon
reinit 'llﬁgt?ate \% ﬁfﬁ mng it. completion of the resolution, the slurry was
“di chl orosalicyl al dehyde and the slurry was agieked Tdha fhel LR agshex avital BoprSpy!
i ntended to further . with stirring, 4@t 2Cetate] 3000] mf eras313 2009umb slutdp ovesh
illustrate the invention, without limting i tf°"°wed by ad sipl?ﬁe'bﬁfmr'ﬁ@) After
resol uEr8™Pehe siurry was filtered and the ;"‘gﬁwe@ o,%’(?ﬂ‘r'%ﬁ’??"a&b“m
Q\at e &§&leoﬂtfté§)322¥r?o ?S’%Zym I%wa’l-y wash Qﬁ % 93 Qs r’Qrmne {corrected)

di spl aggmeny &in 45  (chiral) > 99.8 % 3- s isomer.
a hexaremprassulibadOsin ) t he product was vacuum dri ed: [err]. Yield 565 g (83

% . Preparation of 3(S)-am no-1, 3-di hydro- 1-net hyl - HPLC. (wt %9 [err]
98 % as am ne (corrected) 5-phenyl-2H1, 4- be qQdi azepi n- 2- one, 45
(chiral) [err] 99.8 %3-S isoner. carrphogf N&fe salt Cains 50 1. A
process for the resolution-racem zation of priMArpiocasd 3¢ theWedoiLtion-racemization of
[err]-hydrogens, the pKa of which is | ess thafimaly &tjual with o-hyldtogems, thdipkd of
conprises: (a) adding 0.86 - 0.94 nol e equiwhidheintlessf than ohieaadl toufitfegni which
acid in an appropriate organic solvent a f COMPHEE to 5 nol e equi val ent of
water to a solution of a 60 race xt p t
an [err]-hydrogen to create a resolution m x?re%&fﬁiiﬁge@%é‘m ol ﬁn‘;%fﬁ‘;:f’.gf
resolution mxture with a crystalline diast ereomrgaﬁuc&alvﬁmdﬁﬂlfi&ﬂl 0f® to 5 mole
fromsaid primary am ne and said chiral sulfoniceagvagnt If watgr to a solution of a

EP 0 253 571 Bl . 4 Re%bl uti on reRBic MEWR o iPGMatyfamitewith
unwant ed 3-R-isoner ' rr::xt(::r;"r‘c'rogen to create a resolution

{b) seeding the resolution mixture with a

crystalline diastereomeric salt derived

65 - from said primary amine and said chiral
sulfonic acid;



en achi eved by addltlon of a catal yt|c anount (3-5 % of an aromatic
yde, and an.equi- libriumconcentration of ipmine is established. The
idity of the al phasproton is t huUEPIO2B3BI$B1, al |l owing the chiral center
tofracem ze at anbient tenperature and basicity.
[Ei.]V| n the presence of 0.86 - 0.94 noles of g tidnne crystalline
3- S- ani neTKsSAcerikdtioh of @RSiMahal I3)R-isomét renoved Tromthe equi l'ibrium system
by vi rt us thepfchi¢ved bnadilitiohiof a tagalyticasobdti ng i n t he 3- R-amgle being
cont i nudéél ) shamewmatie) pidahyide and amequés to the desire - am ne. i
combi ned "};ét fﬁfg io 3&'&‘\'132%1%’1‘ shed. Hesi | ¢ 15 run. FBeeniec AMNREZ™TS
di ssol veﬁ fgm %&L gﬂ'ﬂ,ﬁi ated with 86 to nol e % CSAsi n
CH3CN (We see esired n galngduc to gijve generally
greater thaneé@sé}{neofossAowhblbsarcsatthk 367 rm es of'~ the racem ¢ am ne
cryst al | drstailinen3-Sfaniifee CBASsainiin@sesaliyby #Wssay of 20 prepared

accor di 1gmeyse Emﬁeeegumywamtemw YiRwesuper nat ant). The introduct4 pn of
general | “13'::23'1’?@1“ glggg‘ %"T%ﬁén"’ Jrecation 167 919 in iso- l&@ % of
3,5-dic E "R propyl acetate (6000 m) sayed

(HPLC, revm;e&m.&hu&%w:&%&&mem&aﬁem mation with a titrafipbn) and
86 nol auloToé r(claﬁ)c—a(niaesi@fsscflerdn]' isopropyiout -si x hours at 24 ,C

canphorsﬂsFtPtsmnétfaeﬁed LAV ER: CSP'N m)l es) in After a toteﬂ"o?‘"bout 36

hours, t 9'03"3‘92 ds °f e (1690 f( 6 ,9 75M ,
. ‘E@f% Ry aﬁ S oot syt lgng o
whi | e MBLALHefHatad) tRIAB&Iof o bene fAyB] basedyen epoi PLBlighbd zmprdamm 19 iDiéo-
% yi el d to 5 mole % df 8/5¢djchlovdshiitylalaehyiie Xd thee bei ngpepwdadtavd (60001 mi) gas)fasslamiedmno

t he\{ nireactign sigery ehen, ca@BA. racEmizationt witho 3 Qram)n@n@Sﬂb‘ wimels 8. o ((18k(a)-10-

the CSA thzef aPa'éémhm F'c% Cdoes i ncrease Wi dé dESA) (2 h17 moles) in
char ged, ‘J’ﬁ% pianad e ’W%o%‘f‘eiém & he ? > ’J, 9 eratute <
oo gt o TS CLR 3T drc ™ el indlunll Y e
at if grﬂi?&cﬁén Hm§|g géﬁ &Sﬁqel rSteCJ?ar ged 3 b&mme CSAVAhEH c4. 15080 ohthe CSA had
super natrademizaticn dues mygredse withitempérat@CIi Zat | OnbednchmgediThdwhiteauspersianfwas allowed
When 35 therd s s;zfsmfacctmammtecemosmomn% of30t hetoevar ﬂe@&é’ﬁ°¢i warwaelas@c(geﬁ hqugs, at

ot @gt{ ,,.ﬁ,%&gg@

ine
nP¥ELChar ge, aJsE;E )34% suaam%m reR mikie was

super tin tién. W@-$h

Wil | SA 6\l’e&gﬁ§r§€| hé bldittonSof Gree Gnfine Wil ©,353 noéatedAivitlof.8 J, (.04 melens triost W) bhas-
racem xabmmme the racemixation. di chl or odighlproselicyiaidsty f@rtt!e %'#re/ \BQWP?
was aged, Thentsllewing eximele isxintepded fosfuithrended t With L?F"’L"ﬂ% rat 20°- ‘l‘ﬁ
at 20 - Husiretp thedpventonnithout imigingt i | | ystr at e t

\zm@m@ﬂgmu

it. conpl etion of the resolution, thg s weé(e i | 18

washed with i sopropyl 40 acet ate (3000 m follaﬁetﬁbywmﬁﬂdlsﬂléﬂehyntwmﬁ] After

f ol | owe cExaghpie 11000 d| spl acenent wash). Aftehexanewgpshd6000 ml) the product was vacuum

a hexane wash 6000 the Eroduct was vacuuﬁﬁ'%’r@%ﬁ) LIOE‘FPTSQ(W%‘H)d 56 &8
fefert

re ’a??' \ W"B' qeHylir o- 1- e |.c (wt a5 Hrine
98 % aslq‘-'a &% 5639"5 feny! - 2H-1 44%ben of"a%g%?%o32 She.

(chiral) err 3-S |sorrer canphorsul fonate salt Clainms 50 1. A
process for the resolution-racem zation of primary amnes with
[err]-hydrogens, the pKa of which is less thaﬁlaims equal to fifteen, V\/ni ch
cgnprises: 55 (a) adding 0.86 - 0.94 no¥e eq aI ent fofthe Shiral sulfon
adgid in an appropriate organic solvent and frg ,ii il et a,Jm r]f( t

water to a solution of a 60 racemc rmx,wr.@. tﬁanpbﬂ gafaytalﬁhm Which
~an a- hydrogen to create a resol ution m xture; cdnipyisesseedi ng the resol ution

mxture with a crystalline diastereoneri FBsal t derived 65 fromsaid
primary amine and said chiral sulfonic acid; (a 5adding 0.86 - 0.84 mole equivalent of a

EP0253571 Bl ()" s no S gl 1, L

aromati-c hyd, 3,5-Dichlorsalicyl al dehyd, (4 YA [V @s

to the resolution m xture; _ p-&9Q2 - Benzakeltib yrixture Sdf aUgtinand brdine with
kat al yti sche and an a-hydrogen to create pprggaiution
des aromati schen Al dehyds. etwa 3 bis mixture;

(b) seeding the resolution mixture with a
crystalline diastereomeric salt derived
65 from said primary amine and said chiral

sulfonic acid;
S+ € L M s %

100 nol df gty t Y" f
en g%l E& ?zn?u(ﬁ Og‘ ’ﬁﬁb%'gt Iuiﬁ Qs the c?ﬁ;&% '



X 0 Isolate etwa 5 Mol -% betrigt.
the optically-pure diastereoneric salt of 5 4. Verfahren nach
Anspruch 3, worin das said prinmary am né.
primare Amin 3(RS)-Anmino- 1,3-di hyEP8263521BJI - 2. A proceéss according to
Cl ai w1, whereinthe 5- phenyl - 2H 1, 4- benzodi azepi n-2-on ist; die chi-
pri many) anidoitg iaScatalytic Aot -ofliaRZ2RfMalic 2- ONE. hyd, 3,5-DichlorsalicilaRief)dl BEHAKASHYE oder
(1S) (+)- ‘_Bﬁiel’(mp«b thegesofutorsraiituee; 3. A pr ocessp-NOg-Bemtpidehytio istl andndie keledniedha
and jst: das eel gnete organl sche LosuMgrasi descaromitisehepiidelivdss gtwach bis

th
d ild) o filtey @ixtyre f0 jsolate 0 etwRp Mol A | acet
ot Acet &%{?{fa ire as%”mﬁpfﬁ?*guffon%c ﬁ%ﬁ%ﬁ%ﬂs A Ay

und derg, ar;pmsa &e&em@tdc@m Wnareld 0l Or sal i gyhed :—zuqrgmma.asqd.ma idtS i@ Ithi-
or ganipeimasytaaiine isa3- ﬁlﬁgﬁ-ﬂiaﬁepm -2-one. dehyd | st. rmatelSalfonsadre (1SH{+)-10- Kempfersulfbasidirer €

t her eof3. Atpnecess accordmg to glal em thg_o Ka fist; dad deeignete atganigehs LQ(ugysmmd eine
ar On’atcf"ﬁal aql@élﬁ |q %cawp 1oa|cG@H§i |_schung aus Isopropylacetat und Acetonitril ist; ’

A noA &nﬁ: g §6 'g te 2H- 1 4 un gzﬂgirgfggls[:wl%hd%ﬁ?/ 8échlorsahcylal \

benz algfhhY skerdaterild m:xt ereBiEgOCI azepi g @p(+)b@fk7aﬁwlp%)f%ts§9dvotnhﬂ8)

cat aI ytdnm.anmm,d@f.s Ssalié)iafdehyar] | T5- al dehyde Arﬁm N QUinghro Ut méthy1- @héryl-2HD Okt

five mbesq:hevla:l de 4bendalgeh mm ;&N rdizsig ttenfddiszepirB2-omherein the

Reven&P'Eé ha?i £ a'V‘ ’E‘é‘ R S)-am no-1, 3-di hydro-1- 20

met hy fbe § 9B1E 1° aB%"f U2 one: the 1. Proced6 de

resol uty, ﬂrbrscas‘sea&&%g WCldinﬁdTWR&%mQhé ral  sukdvahiCaticag! d 1S

(1S) - prinerkO-amast is 3(R,S)-aming1,8-dihydred- copor t ant des a- hydr ogenes, dont |e

phor smeﬂtyh5 QhenalellHeIM bthleodlaz in-@pne.abe  or gani € Procédé de régpiaion sdcémiaitidnidaminesu
°'“ ('sio‘l"xFeﬁt i s a rerimairescagiportam ges pydraginendentdn d

acet O&Ej&d E

0 86

,sg ggﬁtﬁg@f fyde i s RKagstinféneyr ou éqab quinze yiameetdde
‘un a&h &sﬂld l |eéuyaue C i ral dans un s

501 0§$| ! g(X al HSW& de 0,86 - 0,94 équivalents-moles

0 . d’'un acide sulfonique chiral dans un soi-
3( S) arfi n3{sl; aaﬂfdl"lfﬁj@lh\dfd:? mthhbﬂ p!&nﬂhenyl vant orgaMQﬁH aﬁ‘rgﬂ'ﬂl gude 1 3 §
appr ophild-benzodiazepina2-enep H- 1, 4UBEhizlo@: azepi n- 2- onigpivalents-mpleS)d'gas) & Ihe solution
6qui vErRfrevlienatesaly ecau a une sol ution carrphorM'T meesapqmmue d’une amine
d' un nmel ange racemi que d' une anine 30 ¥ 55“ mél M 1u'%1on°9ﬁﬁe pour
a- hydrogene pour creer un nelange de resol LtH OMien ne “ gqgr;gsoq,u

mel ange de resolu- tion avec un: sel di astereou&,argwcemcgelassad,éd.g@merecnmum
Pat enfaMMP'@Hbe dérivé de Famine ligralre @t die I'acide

am nq MI r & et ?%p%;gfﬁ? mlscerung # (g)l f?ﬂf ' n;ﬁ?.l'rql gllll?étﬁé Ver f ahé Ef?
zur A (c) I !
catal v r§ éaw oleGR 1B lst, m,,&,ﬁ RS Ben ni t ’g‘%& oY TR auG Rt ER a"ge @ réso-
al dehyde ar omat i que au nel ange de reso- Ve N efedati HORS melhdle @8 rés'éluh&lpour
durch(a) Zugabe von 0,86 bis 0,84 Mdliguivgenteret (ml) I a f|¢d|§rﬂe’a\§e| aiasthons’ﬁalmgﬁnqdenem
resol ut i ofingjoehiralen) Sulforaurabie &AM ®e86 bi s 0, 94 Avbbelpiinegirieviren
i sol er | efj"gin frony o sémép. LospgEmItal i) e nent s? rﬁ’&cemeroallaerﬁvese'wengj C!,?ﬁ legyg!
mnem bis aqunva ent sse f prl -one.
ei nern €2u einer Losung siner Prd n il nNe pr| Ptoce emmjve ckjéi?gf lequel
Losungsm bdhahg biR€b primaren Amms ermBﬁ acedgs sel|QBde ulfofiY .,g,aets{ .Qna APosul-
| equel voMVagsensolf tzu:s Eizedgbhg qmex/aﬂutsnt en V\AS I8kique ou un acide'bedidiEmpHiosihigee; @6
une 3-ani Alesmisthurgs- 2- one. zu ei ner L6sungolyemenrganipe mpsroprénestiun ester orga-
3. Pr§eqBeimafegn nigr Mwﬁmﬁ'e'af'\"aﬁ ! dans Iniaygen %mmagmquaéecemnltw# pepn de

éinem von dem ren Amin | I
Amins mt chitaltn 8 ufronsa é%abgele etéi'n 'kﬁs‘?alsu' ]‘59n| i f%e e !ﬁorosahc t;?::h:::: I:
canphosul 1|néﬁaéi§£ér§6rﬁgr n Gdi; Erzeugung ein ﬁyde ou le p -N eryle, W 1a

aci.de (d)r ozugahapEires mthchue Mehge aintdingsmi SQJEHrﬂEe catalytique de I’ aldehyde aromatique est
sol vant optpmatisghen amﬂabma e zerst N,mipest er ordgamrc(nts)é eanan]% emmaies.

Auf Sp?\J ? ' . P@p{r@rsebp gpeatnon 3, dans leque)

'ace 3n| grﬁﬂ";ed a' ":%ﬁ‘ggjﬁgyz s@,gm | m'P )ammo 13- d;hvdro -
Ieurs el 8REEHes ,, g aromati que est '%et% TI %12, '?185) (":‘;10 |
abgel eizt etetfatrek I nash aAnsprucf50l WOfﬁﬁlﬂbﬁY' al hos I nique; Ie solvant organique appro- ,
3, 5- dpthiire Aowredin 3 iinib M%dd -onligt. | | nen dI aﬁ.ereomrrﬂébnsa dZdcétate d'isopropyle et |

benzalgr ;{?’g &g paghAnsp s@ wery 4 deimale. oot %‘ge@)m'e Zﬁ@d@bvmamaﬂque estle 3.5-
kat al g} %‘ antlte %ﬁl}g’ al deh
oo U o 52 o BT WSy

a env ofganischeffthdl, ABetoaril oairteiﬂagﬁﬁﬂhﬁlﬁ'd"'ung uazepme -2-one.
Pr oc e devos dstpder| apomatische hidebyd Salic3lalddans 64 equel (d) Fil t ern—der
Auf spal t ungsm schung zur | so- 55 |"am ne primaire est la

3(R 9)-anino-1, 3-di hydro-1- lierung des optisch reinen di aswllmm“u"m I”"I
met hyl - 5- phenyl - 2H 1, 4- benzodi azepl ne- 2-one; Sal zes des pri

| " aci de sul fonique chiral est |'acide (1S)-(+)-10- 2. Ver f ahren® nath "
Anspruch 1, worin das carrphosul fom que; | e sol vant orgam que

o ~ A g,



