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with one of wherein [err] represents an esternied 70 dl-light-netal
dride such as with one of carboxyl group, e.g. carbonethoxy or 10 those
tioned, if necessary in an inert carboxyl group e.g carbonet hyoxy
solvent and/or at elevated tenperature, e.g. carboethoxy, or aj

oxdal kyl radical derived solvenmﬁamﬂ/or at elevated t enper at uge, starting

with redu husufd W cti \%Il oF Ingr
Corpor g LR aal KT (AT LTy Ton B T oL TN o
haI ‘09 éﬂcnl!pdgpothndbregélog fox arphpe wiof the fodmelaesterlfled car boxyl group or the
gal Rsjae }r*“c?an 1S MHEPBIRETEIE | n wat i mal Cohol sosuch group [err] is
uce alizr& lomg ,ﬁ, or Snidt hands’,- 'b.lqyg,oJr“"etmerécsu,g.b as et hyl &ne
react bﬂ:ngroupst banb?erespta&tdew hydrogkd ght - net al gfycol n%'ﬁqrge.t.h?’r et her, or

am ne S% bhusﬁ"anh oq]emthea %J"talwtt Rvhedeint R Mrepadseritt Nipl meﬁérh?éﬂewoam ne, wth

- sofj u Jg’é e Geessary rlrn‘1 icarbaxyl | greut, el \cerbbmeneo:gr. orn di et hyl -

met hoYgiehh: atel umam murhy, i garbpgthoxysgsap oxalky I%Qﬂrvﬂuran it
necesalar boilgg . t8Opcaatoent sy:;rtlmt mtlal EQM lﬁ_\d‘}im mﬁuﬁgl}%m &Ta boi I i ng heat .
20 a3? d@l‘?ﬂg Orqus.tnw[“é; a%m suc t kth tifid cufboSy| emupd)tthed‘xum;ﬂ\ens preferred
enzod b3 TERknot, Chiy ?‘h gfouDaRumSnrqsimedchrm icyemargubj ecting for
exarrphlecolmo e:obrasrtnaerstsmdhgs B e, g&ltaﬁﬁs‘aﬁ? dd{iﬁﬂ,(?tﬁfﬁ of the fornula
Vin Wﬁﬁt}’h X e%%!nfﬂdemw t bis |- €2ht unry@ ddmnrynumr d%gl M did@Pr esents a.
r adi c%‘:t gfy°;r°:¥ahph:t::m}:'y‘(‘i“rg‘c dﬁg g@f} 1l iepkator detehidrplurapg il nasessaretany I80et her , - 25
t etor ahyslngdndoAmIehe, Ot WXRRRIu tris e CBYBRRSL a1 —C rnl oiling t enper at ure.
: Hyd(camemlagﬂmmhore'mst|athunedmas PATRVI-TaN g,bg,cu,té Al a
toI uehyk e qﬂ? mgl n}l‘d Or ¢ a6m nﬂepttacredmmyvhly@bhragm"rn particul ar

f GE TRaAND! o E;mlﬁte ‘érétﬁérbxwpatsﬂﬁhd r@ral by the usual re¥ction with a
d|25| [ gdmtahymctfaﬂdn or dib esilrae ssmg amat eri al s of/c,tap foemul a (V) hydride, e.g.
wi t h bejling tewess a'rmbor are known;en they/ n be produced by i;n

ggxamg fag?f{%?ﬂﬂ ];E % ‘1“@11 Pt et ﬁ*b‘ﬁs wn per se.

NegaSEAfeylacedl by dREe ﬁh arttc@fipert&lffw Samol Ql? he formula (V)
wh?@r ebn tiseusnal acatyarzrowmh a g btdﬁ@ UNEigh &a?p ¥ lals of e omrf&%(rvesent s an N -
ohydgj

A no{)1 ?j zeolqr(pv%r Qlu’phsy cam bbe:rocbpédabyed by

wer Rycrig F,% pl{ dllg 1am1de
Cubet L’ti'tis%‘@ B ﬁevﬁe@ ok Wéw 10me; m"“@g?%g‘g}t" #Pticular by

cust oBa&tiyarbd26nol aipsled-, uilﬁjbst&madrp RS’ rdpYeséhtCASN Q 1 éfh with a strong

ba¥e, hfdmatzoet)( b? emlarednbbf substituted Irahm-pesntah ksyhydroxfi can pi péri done 95
the Z%;L‘S %ah;;@gﬁ° %@ |bmt>tamewfpﬁe asatart heyf o nul a
al COhQleWalffHkithneiM ﬁhxﬁnﬁ‘f"é‘ d“ffn PO RBECrGER or - Myl 40

necesalaolyolate,rrtdenmtelsemamerdetpmas,s:ﬂre amzd?L0 MECL-LMgBR dr k1 solvent, e.g. in
rceerrmérdférelsvaat%eeg;l Hgt/%rta&rm amrin s¢rmt Huginig - dietiyl ett}et-rahydr of ur an.

Thergl%g};gf SRRrARS M PY Tatrer@al ?Ef}t nobe %Bt ained from

ycd
_ RYRORMC ¢.gf Passidm h}O0xiby.d rli;rx gtamed fro %ﬁh% \éﬁm in an
hydroxrytt ba@o@@solmtthe lﬁloqllmsr aof?yi sreha@r,twn FGihg | ng sol vent,

4. F; “y fene o 'y°° beraidifdhylenpy 8 lyqol ¢ peoh swhtahwaa;eﬁrtigwhé lids triethylene
gI yco | erRpbadinen! of 2@eN a8 t RANge c,aci d halide
rmnomptdagdmggt?fmzss E ct:)(;gripound %f the Eﬁ}g%ﬁﬁo ph%@hmgﬁ‘l I“:.S(t,t 1h1<'§.) i de .0r wWith
n gene oyle £, W ITERTESCOIp b sp dnding gempbundg of &geﬂafmula e.g. wth

%0 g §§O&§g k ggg,g" {a R rqm@entewrrorsrqu@e@r phosphor us
tri brem Rd at Rert) @R@6R taa( g&@op ol huid egl}t
corresq;hdenngsmmtpd)bndélydrbxyﬂ la@ut:op(grwpaes caﬂa,xyl ki@ onj}lea suBstltut ed in
44 %g'df%‘g 'kf‘ﬁa?i Me‘b(sot:t?pae(sifente%nm:e awt emtfog‘erd @ hydroxyl -group
op i oaly ‘“ésft WP A4S CfPy 8h, and/ or [err]
repreegnbﬁeralkoxyt en,lélmgs@gf: ibEE E‘g' “qﬁ’.%;l (;?e\/) é{\lt'mg gfhni’ zhé‘dh al R2

subst iwitht cathl yydregenufer Xdust i@Seﬂirﬁ)eEarbﬂXydptm’naﬁw| phonyl can be
opg o@ﬁm}}f mﬁ'é’ “(_Jo ‘§|r p’%‘: |éwrd§lﬁgrf\¥@nesleol9btamn@d for exanpl e, by

r eact ingdiicObe "@re‘ggfs B - correspondi ng
henylna@smrymnaﬁrehhvasd pressmne aWoworﬁﬁﬁ @phé Qﬂﬁhéd}lfOEE e,we gﬁi hysglr oxyl ,
benzylebm A@eT@uf 'b 'S usuélz:\ehsarog of hmmnn&HiING)va\geHS react ed e.Jg.
as sde%Pén t;k‘tﬁfﬂﬁ%ﬂ%@%ﬁﬁ Jerial & O ¥‘d‘9d F Rpinami2ndP Rt PREYIA5 with
catal ytically activat drogen, ?ﬂ‘ stomary manner, and optionally
.exanpl e hydrogen in the presence of hydrolysis of the ester obtained. 60
pal | adium on charcoal, for exanple in Conmpounds of the formula (V)
wherein acetic acid . as an. inert solvent, . and if [err] represents a 4 -
(2 - oxo) - piperidyl necessary under el evated pressure and/or at radical
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compounds by  al W Gitki\i Rkl H@rid@Rtere 2 Sf Hedlias -
reduction of the exo t@rnobqopbtamed hbmmhdehyd@kﬁo R hidh d?.danﬂ’ﬂb M; aci d

with lithium al umclﬁlin GY reaetlon erifyingtor a§he tea¢tionf Immedbmed- in dre 40

1 sul
can then be obt ai riég tf“ﬂ:ﬁ oﬁﬁiﬁ?}% aﬁgﬂ@p‘qc quﬁgﬁc i c%;%ﬁ,’lf,?‘e in an ;l:l:eé-t 105
conpounds, by r eadbloginaisagert bithras thibrydcklride  n en{eﬁ@%irmordr&uh% H b

in the esteri fayi Jersphores tanmld:h etth I e;hdrpétwhedrofuws:tmk cesseuﬂner

for exarrpl ein anr\ggﬁgpg" Ifqr AD),gat '
sol vent,: such agroupaf :E%ing%lr es'ﬁj{}{ i r %’ﬁﬁlyﬁjdev r IRy o
chl ori de ni t r obentahe fortrmtare/omamrsmm m;e e | ntag‘erousl iB15 fhie @kdlﬁsnon

tribromde, tH® °b@tﬂhefl{>l}ﬂntt diig@iﬁmmum‘f fﬂr iof lmmtlexge@@ upflert d protective gas,
correspondi ng cony nd 8l } he fa
(VI1), at contai n&yﬁiﬂee‘{vﬂﬂl’ hjd sOl’ofeﬁhteehit 1ll=. edhrBeedds 9 [ %’0& [fod Eﬁ%ﬁaﬁenﬁ t>
moderatel y el evat @Utampd I W@dctloml\ﬁtlgm@amsmﬂf hemmmremf& mlwtbnmydei (&I)
aCI dS t errper at5l§r én (%g lmgtca]#'l ormgl tli{wher 7l ) t” ge%%grﬁe% S cr
subsequent |y be 9— esentd et H.é ut\éﬁ péR{'éf {fl nts I#E H() 20
fromthe hal ogen e najxshoua‘emafr alse?berm'caﬁiedl iaé, withd ﬂﬁmﬁluﬁf mcmeﬁaevemgaé
exanpl e . t hus obt & aﬁ mewﬂ@ °rmelagV) urtdereaman er;bly beea:pqrfmnw inh

H u
sodi um Cyam de 8 ro@esﬁzs h%ﬁ,xr?g erh?‘ﬂgg ﬁ%"r{li ng matengiggef a(illi])S

cyani de, and hyd"c&héﬁﬁd %0 lt anhéldi &‘alka%bceﬁ&n Cércah be 5&39 n%ner 125
exanpl e :a obt ai nedc;ldester’myndlzma.owmeahy wlepdndimgmesunum pemsext ur e of con'?ounds 0

the fornul ae (VI) 135"""1%. n%i @B - mpabspied]i ox Cemmpounds of the fOFmU‘&W
wherein [err] Pdpft %reﬁfﬁﬁﬁf?xy %f\‘ﬁé‘rm% BCEI‘?BS %’fre[”ﬁﬁ"?dprﬁﬂ lowes)a e‘fi%
al kyl pi peridyl radical, [err] represents | ower R2' represents a radical .
[err] substituted by aIkyI, and X4 represents chlorine or 120 carboxyl
can however also be obtained by bromne, with alumniumtrichloride, with

reaction of a conpound of the formula (V), the reaction preferably being
performed in 60 obtained for exanple by one of the b0|I|ng car bon

o o - ..



radi cal can be produced for exanple by subsequent reaction with a.

hal ogenati ng reacting a corresponding N - |lower - alkyl - 4- agent, e.g.
with thionyl chloride aor 65 piperidone with an optionally substifuted
phosphorus tribronmide, in the wusual phenyl magnesium brom de; and.

: Eartially manner. 5 hydrogenating the 1 - lower - alkyl - 4 - - In-the

actical carrying out of the hydroxy -4 - phenyl® - piperidine corrpourid
oducti on processes described in the thus obtainable, if egessary

trsr foregoing, it can , aggéag%ageous to 70 previ ously pI| ing of f.
L0 Tne Tsua Vel |vcn et oS- e.g. in

e prh ety e r%%df’wmyl T g T Bt ot ee 10

char c®®eridone with an .optionally substltuted phosphorus tribi’&lhl .in C@el Qﬁs@zﬂndl ng to the

- radi c&her{yerag esimd bitimide:; rpa ounmlsetr can a so :be substituted on the

]
ni t?o% r{,blag h@?yl D'Eet, ) %‘gg rea% fq PEEGE ﬁﬁsggér?ég%r} dbLﬂﬁd%:e radi cal¥ X2
n C

Offy OERARagoW 1th aftd | X
soI volpycslosﬂy)sm gr i watkd, dm;hetd@&al sctoknbmbyéxnetal ofbthe pizeh) tikthuds. spl itting-off of

t 11 d Th fo
l;g‘gﬁ? e %1“‘”[3@‘”"’1"’“ 15 on | radical. correspon ‘.’f.ﬁ‘t(‘,”?hé?d(}‘.'c‘i?ﬁraﬁ%”or med
Lvy co B{% ‘% substituted. .on "the ogen
reductprdancdafbytda& Eae sads Wadidalll X - ﬁ)@uch( Ic%f be s;{rﬁrofgwnpjrﬁ ei t her
Wi t h &hthe genegg\fprmulag \Qll@m@ IX 80 tselvolsivyad by ptchnn&ledeivolm&tqrve e.g. an :N
- wherein one of the yadi ca{ﬁ"{ err d“%‘r‘r‘q)rg’é‘(;‘?ﬂ'°ff dlc‘jll;t’]f n2 56 -
t ety alygr opyri dihe reptesent's an Neguchieh¥khe dodbl qu;, aI derivati ve,
or. with an N—benxyl—-x or N - (IByr] fezmzlamrﬂeetﬂtehmthaxﬂﬂ)raslentzsﬁsa rgdi cal [err],
car bobenzox fetr agggdr‘&‘ ‘i’fd “d dearf&v G*P|T’t’he radi cal s
[er I‘] &@ger[tétu{f’ hgpidgg%‘l%e rgtﬂ O"S@ tll/ct r wi %ﬁllﬁg rﬂpyé ménal ogous . 85
an al lrql dndtRé dtheDtePrsdilis @ radicAlUR,, - e,nzoxsmnlm?56 a cﬁﬁh dopyR@yif orm the:
reéhc‘@nd/@ﬁa)ﬁdlét}rftdgébwaemd Xgpwreseuat soapmtlggetn passibin. mﬂchm%lat o§5 a rgdr cal
X3 f oM Aia a Er 1;1 Q?%‘é‘ ntTAEETCAED ' pﬁFOG‘QD r FCCRFREI t aneouS|y
ents 1 1 for
with I-F Hal MSUnYihg: Chiof, aog sor @ eﬁ?ultsﬁbo aai? Ewd thE &k gl@dl Mgy one or

r educﬁodvse a&pl dptlbnaltlg ﬁn‘rﬂ‘ormihg ané adi caluctkz sﬂhdﬂigao‘ff of'a radi@l K, @dd/or he o
af &t emofg rgQ@a dlaesmentinngd adgjtiopal ¢ h‘]g;hartz%grggg emofdhe doublechond(Sein bo?%d ( s)‘in go
oper a‘"DPZSr?1 li metal atom is, e.g. lit ium. A There ﬁg/aazée ys%} Ol?su(eml noi et y. :An
al kal lsmfiﬁkailalaéeﬁrfh!oﬁl, i€. for xhiple Ulﬁibrfd}rmm-ﬁ E @eactidne ac@ﬁd&ﬁ’é’l{oa@ ously wused for
sur tabhlermehatoagamr iodiwen i s for exwapglos thosr fstenrtm teﬂw rwbrattt i ons according

T#ﬁ 15pGtiqR caphspperfaregd ingile ndead to the groups - of; 1?ho%ﬁ(-i‘ startin

nllar ma dearigor €xa @I in an in rt artlcul mentioped att 9

ma-t er' h allphatntPl-;Qhéi' €&g lih O @e@:@& 191t 6TERE fi :ﬁrﬁahéa]sl ead tO the
gr oupzanedfyl Euheraltetrahydeomahsor cﬁ&awskmgﬁlymmmbed oxf@ﬁphmdrpl e in-an inert

(g‘ﬁge %W@dﬁhlbﬁéﬁ%ﬁl&a? &EV%% |§ H,ggla Eﬁ rabfgﬁ{%t%) a?@al i phatic
. p Lal di et hyl
et hercatafélﬁdngéimfrs;ig saemre‘rsrf%hmgwedeéfﬁtﬁﬁcaf te esfbrmthﬂdceor enphasi sed.
or st aalt iexwy avihtlde| istdhi esncldongsoafidso Mtlor)spllt Offrsuhzso geinds of the general
f gygrulcepeet. nd/egtrgggrﬁsr ti“l‘%)'at‘i“ﬁ €L hWﬂere arkﬁerggorge w@gr Bhé) obt ai nabl e for
eXANDI erielsthriite UhAUERISTBIRRY genekdO poNsibliad 28 Huce 1b %@@ﬁ afyint N 'Phe presence
of a fortnulagVEDasd (X arsikinbwi): of ey | |cmdrﬁarpihartnleefdraiaa{p}auycheagﬁnt such as a
tranngnl de meadaged Guf mqihpd%rknewntrﬁgwrifnnwth ma@rlﬁwgsazf ngradduce salt,
e g EHRLI dompoilich S Rl bog, IR JoRhibst i tuents.
coppetepr an skalelneat @d at gOPEr aydtbehlork, Chydrobrohiidl Sorl Hydii@ﬂ‘BOUWdS of the
forrrui—al"h(l'!Lal ar4@refer9é?b pnestupedpi Sltueﬁ*"?peraad ucsmr or benzene-, p-toluene wherein [err]

repr eSH rres ond1 Ué) ér:ﬂ?(; Tg%ffr‘)o w(l)tfl 0 lower agg: ,og un e”rgc Mldt he gener al
possi G %era Telst oiaret SRV D troLs Ll Rt cﬁ\di*?@fr ) ;and (1) are
knovmma@rreslnhewdv@m&mmry: rlfingy , aﬂc@lrkeeme, mjle Inhke préseAde of cCan  be

pr oduéédﬂsew royyiatandukst solsvin such @ c hydsegen Qarﬂbalnalbll mmpd agent such as.
er s@n aliphatic ether, e.g. in one of those all ium, pla mwr%o 1P ﬁl ster,
p Biloned d used advantageously such as palla %ﬁ%@ﬁ e)?
pr 8§ eRandul 1s%lah@lr1l Oge hakdgen compa-thﬂse nﬁﬁé’lpqmﬁwé&aﬂynm 1Gdnt X () ESt er or
sul phcsﬂddoathledmameemd fer e.reddtien dddjorr epieeskeviial pmssatekandior et al or a group

hydr 'Pgd‘” L r‘fare referabl produced in
RhNGE N %roér: %’F‘é”? gffffﬁfﬁr?z’? BonhRE R o) custonary
reagt |cmaro@jccrn de, [of QnapPoRING-ther comdiodessl gb mydregeacm wBick egppndi ng

hal og %irycb %e:l!’rgd—ﬂ{mwhymuctlesprﬁéﬁhe © ntbss Z;Pf,‘“ batiauteds bk%r‘qéwce omozym&nfrlger reduci ng 50
al kal i I | ower al kanol
or di p|peﬂg§ ""1}{% (mdm sggér# a0 3aRfI3l%geousI$¢$$?n ﬁ?%y#ee bIkyI ket one, for
exanple in the presence of dispersed formin an inert sol vent, such as

hydr ogen catal ytically activated, e.g., by. an aliphatic et her, e.g. in one
of those palladium platinumor conpounds thereof. nentioned,. and used
advant ageously such as pal | adium on charcoal or Raney 55 wi thout
|solat|on The halogen conpounds nlckel |f ~necessary |n an. |nert sol vent

AN~ o . T 1
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9" stitution can be perfornmed in the usual Dependi ng on the process
conditions and manner. for the introduction of halogen for starting

materials, the conmpounds of the exanple by reaction with a custonmary
general formula (1) are obtained in the free nucl eus-hal ogenati ng agent,
e.g. with formor in the form I|ikew se énbraced by 5 brom ne in the
presence of iron, or with NN the invention, of their salts, preferably
their 70 ch‘r’orosucm ni m de or the conpl exlgdge,rg@of acid add|t|on salts 1§

i's thus poss{ bt—e—r;u"YrrtrdTwe forme ecesSSal h" ale. a. f
basi 0, n6ut 1 3T or JLUEH S P T g, em?m, peeh Wi S8 tﬁ‘gftt"on
of optionally al Sdialhﬁim by, ré@niér ,withe 8 Q¢listom@fy Npenkral fohmilAIA)S A}%Bﬁhn@d

e.g. by neans g)ol %I:Ig ar m snatltlshelamf, eTshe vithi dfoad@trtn thnfdrﬁn lilofwisk embraged by

e presence

nitric acid. 0v‘:ﬂttﬁrosuccmlm de or the ggggp% erelﬁe ac1 g;tt tr d_v&wefe yth 31 t 00

The introduction QMEhyIRr e Me, Qf n
hal ogen can al so bgerefdlent; emhdtfomﬂtcemr@ucudnhﬁ fb;ﬁenﬂl@nﬂ@ua i- emgno-V\teE i-0asi C

agents, firstly,nitiEapy tOF"ﬁWt 'éattﬁ‘ﬁu% bprereARSr P‘ﬂ!élydlsue ttherggf. Tab k%a:lld eddltum

. ffu i
i on exchangers el E subst Liuted. gj rtQ ﬁm% Eﬁ
the free bases obt ﬁd]éh@ﬁl cﬁ.arals %e ‘éffg t‘;’%hﬁt&sﬁi §y fhl: eg'éblr%JSB&hJiCegW

em

formsalts with. oﬁgtlmmcraong |1mmhegaswabnﬁm1ed&he 8i0h r ed udkatigs | or tibe - em gEisng -

nitro conpound jin ¢ 96%% di"tanbnA@?iP%t’é’ely éﬂherﬁée éﬁ s ppfained can

customary nanner, R méﬂ,t}ﬂmgﬁﬂ gﬁ,:o‘iﬁ A ﬁi'f‘dioéi@“,ﬁ b§ﬂ2h oI Cthi Kb? 80

which are activat ethe cliydhiapOfihner, &.86withda ryﬁcallﬂrﬁw@ in paitica ose dids hﬁit:lma&g
t herapeutically toa‘ttlh%tethnﬁmosgn,ouqhe thzogmep ny ll"tlHPs forn fdn@mga pbnanabicelly

i di t
salts. The fol lg alﬁggﬁnge%%w;ﬁéegg%g f "‘g Fnn s ST Al o
menti oned as exann &g um s mt c delﬂa id§, Fs‘u"t ic'&&dcﬁl%??éﬂ@m
salt in the . hydr oflomaryamarsss wshjhmhumaﬁdeaelgd ach) @it adid, petidtio AEIE,yalipRdtio e I
with a Cu-1-hal i deaccardigs tpgandmey b@l‘l@&lﬁdOWlpe‘t‘t?hF |@r@m .ol | atqc glic

according to S%drrg# Spondi gmtl l?o éﬁf&&r f‘% g?é‘tshaceclm ol1cs 90
heterocyclic with subﬂxtutbcouﬁhal lower\M jty R, nﬁﬂfcboﬁu A élfrlcs gig) C.
aci ds, suc‘h as 25 belrtgmht ond| ng npound of mhbtlcf,ormmaxym)ile‘lor mparuvw.
CTH lC, '

acetic, propionic,g #M?l |R955“}:ﬁ/ oundsgg %q-‘ -
| ower al koxy  139ct iaecidy ?;htsﬁo;% °r%ﬂ’ bt | “hm C@lhye ﬁenz%ﬁ%‘? A dhe, 93

mal eic, hydr oxyrraéuestmuentspgamhel éffectleti ih Shaksal paﬁﬁie fhohib,
phenyl aceti c, "~ ben®#ingr. %12} 4 z@nlle off cfmrmt:tbylfdeyulnhoms.pl i Halagénobenzenesul:
i

substituents of Phy AR E %ﬂ?t&?\{ﬁ zfiogic. < taly i 13{- Plignic, p nagfghalene-
especially haratsgeltydr tinddakdlyst, Ekﬂ:h nefbi“tho@1 f?ﬁé’s gn 'gél' Ghe new 100

met hanesul phoni c, m@Bioged)sigi balledltum @B rhalb® unda, s‘u asumuaaicrates can also

et hanesul phonic, h i can rﬁﬁfﬁnebe u If‘e}' lfe%ﬁnt?é
R A R e

for ethyl enesu' ph&.ﬂ)o ¥ rat’ ele Lﬁg%ﬁgg’fﬂw @é%ﬂf?égl«l s’em

reaction WI t h 4phositable. di- ngtm-aiaasui YRR e, withd @rh(ﬂd t dfdég@d’sles hrl% aga ahe 105
presence a sﬁ?ﬂ?ﬁd’eﬁ -d2 ometb pthyhi 4lyminigwi dhbeﬁh&d fngrol rtipy eattat Bmgxrtmatoaltlyast

d
such as one of t hol§8fde Ingfd n%’f AP D8Rl cigee 1 “°’€ﬂ‘@?rveeborm bl lﬁt"'af'ﬁ*d
e.g. paI | adi um on tepdraaal or . ounds suc hof gﬁel‘ﬂhgltsp LCEAt L Pe thicd

Raney ni ckel , i45 neé@smﬂy fromanommnds dﬁetheselﬁrefgdiﬁg Mlnfthecbtldwﬁﬁg,mﬁattbhﬂle 110

free bases sol vent ,ﬁ?ﬂ?ar@zmaﬂ meﬂﬁ ﬁp’&"rteé@l %esstetre‘freebwav éF lse“ nt, jy erathe
process wherein thgcHa ﬂ‘z bge tmérlgé’é'zl%tﬁ) ry EW gf Qf‘l’: {e oftdin ?%

are converted | nt onam rtsfor thapk by Eeabdfibn @ith aab lin e|n dlé Bse
e.g. with sep at e‘P"tnt?eaCIdr eseerbasetsltlapteylagaodrﬁcat_i@ts sibdu uvmclessswher W a 115
met hoxyet hyl ) - .ﬁ‘?ﬁfﬁ@%@oﬁ Feite %@“tgsmate ‘\?utef’aeths orjgha salt

hydride, in an i neuhtoréf enz&e,gand]op ebé@ﬁ?étrl' pa?t'i(():rgﬁéa(:: tﬁfaéﬁ tg%’ reﬁ@ttﬁﬁen
the new or tol uertempqritumeeesaabyllxat texiperaaired mdm(msn s.in t e free form
and in the for rﬁ5t ¥ g{bgﬁq@ent normal hydrolysns of the Dependmg on t@f chch@q |of §@|rqgr;g 120

it is to be takenf;:%ﬁm tfeartﬁgftfe %ngi Uﬂg{gﬁerﬁzlgﬁ |ng
and in the foI | owi s, asthipdrocHdictadid, o Ja)no r&isom 1@6 tlie&&rn?&@
| ower term'free a8aHghametpl hY4r9qulPeant vvher e tmletuad &y:;‘yeopanetrs.clzl depkngding on

methyl, this groug, ¢an S8 :SEE rfa"ﬁ'tfd bamatqmeni d25
for hydrogen in trh@seﬁb&%%}aﬁ%eﬁ% 2 i bR ﬁi for Qp&@ ahoRO i We 19
manner, for exarrplaed/bycataéﬂrctagenns\mtddueed norﬁﬂhe dfrtmhboﬂxtufee,l ALK s ah&ﬁnatea
those 50 hal ogsend’f ted tF’EPﬂdté@t%\dopeﬂgﬂy inRt hmeturpfmf dipstrtedisomatsiop méxtuses of
process wher eby’a YKl or of or mat e, advant agd8STét% in excess starting
material is used in the formof a salt and, if necessary, in an inert
solvent, e.g. in and/or racemate or anti pode, or in chloroformor
benzene, and/or at elevated particular is formed under the reaction
tenperature, eg. at. boili ng tenperature; conditions. 55 and by
subsequeﬂt normal hydrol y5| S of the Depend| ng on the ch0| ce of startl ng

A NN . .
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10 Resulting diastereoneric mxtures and present pharmaceutical
.—preparations—racemate mixtures can by virtue of the which_ if desired,
can contain further physical-chemcal differences in the
rmacol ogi cal | y val uabl e substances, are constituents, be separated in a
wn “produced in a nmanner known per se, e.g. by 5 "manner into the pure
Vd stereoi sonmers or neans of conventional m xing, granulating 7

r Zggmat es, for exanple blyg5gr coating processes; and H@ey ontain

["Om ciy O K 8‘ g' ATTCTOT f dgrLeLe%ltlalphar?n%‘é’é"uttlcgl' o540 tauuut -
preparatio p
espec aé‘a qﬁn ]ﬁie @aw‘ﬁ‘gﬁij Wthh lf de ired,. can. contain furtf%eipou'[ %>to
about Kdhemidal V 8ifriABAsATIE € theRa fydiaRgsle AdRaki@s, &S0l ved by The

conpocmstiuendsc Clor depacpted dn a2 tkgowti) pdodtmrhm a mambtddswn pdrae, e. gehgarrpl e

| nvenflRRr dte thed orﬁrdsaﬁtéreeaortfds ar m@rﬁgﬁ ?1; @ZF‘&@F%}S‘@EM |g§ﬁ'f~'fdbf*fl f r"Q)m af‘\

opt i Céﬁﬁo)ﬁa@&érgyﬁy bh@ﬁﬁae[ar oﬁ&l{ fﬁ%@é gﬁﬂa]lgl wi th the
ai d otrysmiltisagen. gani sis, advant ﬂ@eows oyabbiit 50 lof Yetito: ﬁ@ﬁarﬁ about 5 to by
react Racemates ghtaited can rI?all"= ekpy al T\hﬁt Noawu"aﬁgomomﬁl@ rt:g, k= g. from about

1 tar
10 ok rtls’"zgﬁ 2 G dofdh rgt Yo abib ﬁ‘bar;ffga '"%ﬁt%%“ thEHE 4y, preferably
i Nt NEIeRt, WAt thedRy 61 riordd r iBeRiHebus ﬁ@allyatﬁges eRuas ton of the salts
dosesbsspara@d obw basictfinel rokagr 1al WIth an about 150 mg, e.gB30ombbauk ad about THi S nanner,

1% onsipaly; geiyreacs sgormzﬁéa@t terif gfgrggg “ﬁgm'g 8 dormrpl weyees! el |t hei r
di fesr%ss e BThE of Rpiikiid or esi“ﬁsd inAMRLgS “hhi ch

10N IlS
| Otheir differedt mteefmbrsaimrnstofthomn\/\hhe:hex leantvhRRd@SIow! €TREr at ure val ues

are gﬂwnemwm r yh@hﬂletmtlmdgm mperatyre véleesaart i given oh demietsabl e

Oeﬂ)t i %:g&f hbeo aﬂ%" “°'ﬁr ﬂtﬁﬁj fYiLff-t abl e optically active acids are,
elsa lQoBi’ﬁs . Examfi@npl e I
85 of orttamra;raccd dc+ d t(ﬂluyltartzmc actdol uyl2t arot aauaa:ua:crset on chakecal)Gs of pal I adi um

(5% off 2¢i; ar au on 1c ac added m of l2@1gpﬁl 2[p&ddled to a $olution
Of2512a32:11§ élt) 0 153‘2@6 fhe re e i]opg % L(I) uﬂtllgg ?é‘CI d I t I S

pi per ofdsit }wo artipedey hanol | nh 50°. da a,g GRS gho isglate

t he noﬂ'éeefghe?vgggggégﬂlam bha@ét | @ntacl dqmvaacmd offhuedrsgdnuhasdﬁ:em s of the two

invention can l iltesed
ant i pg)‘gg’é’ éﬁ]for oducﬁ Ffarmaceun cpfa Ow[ﬁ%?nri e ?ff)rmil pressure

9030Th§repal?§t Five BRGU t a i rfd Pac& %%t hydrogen has

been ciotheo actd/s s:ubstaﬂte toR@haE nor umvemmdm nemamthg bekihs o snd hegsatal yst is
t hen ?qnf'l’fté'ie ‘F‘f"gﬁ@ f oRga fc, solidyy is fyapt mel Gmmmemth zaive and t he
filt rg);tneelﬂ"é

ﬁidué%?gﬂ fdl' y%léi]o l%aglc ch] %i%v%ﬂ‘?bm%l nl ng an
Efg‘seCItdmdﬂsthhllTl’herd&r}én;ﬁSférabWhﬁe&r lorl BNy Of " the active
subst tahlsts qrcss‘ltlgqleitmpecapsﬂesrwhlc foutain dethenol/ethed.ni ng ‘behind in the pgsi due 95

adm x . nn ganic, solid rther purlfled by
adni > gﬂgl i ek UG, inniio e g 11

dn%r Odlyceti; Q'dhcﬂ ThE ARG (f; ble charcoal

an@ slibsequend. daamaecds ethi tatcOmcaﬁdtutBh &ubsdrane emid ﬁnubfh 1gs for enteral

the h Wﬁchflé)r?fd?a“STHf?f??é tS‘F P#ﬂfrfli 3¢ % Reof 35 11(4 achyihs oyt i 8n There are

pref bl D f,ﬁrcéffﬂ’t"bfa 2 Beiabt Al Eloied CRFHAMASY %0r gel atine

capsu @lsal indbr: SC@Q daghesith the addition of ether, 4 - (4 - 100 the

acdsi vearsltﬂsstcammatzoge‘shmhewsmrphd| éth!EllJl’(CSyl) eplg:rldinaGlLOSﬁtratdﬁ)(bl‘ ose, sucrose,

mann f%ﬂ starch or arrowreot starqilxg UTIB’Ptd?pm ethanpl) | cans Iha_qqdyugr gq%ceri n; and
=1 ceous .

eart hpyrtodiﬂ(mﬂn‘pnd sib |deitedn efédrveseeharr Etasnion - cﬁiﬂlcﬂkoltﬁe alethahda earic acid or.
sal® sage Er et %IGPFS adgaraRIigiria om®. ¢d7ef148° (rofiethaneldibdrphenyl ) - magnesi um
st ear%“é raéf%\ N fﬁng@?af dor Pi peridine pn 1 tEe3 smal | est possr bl e;armount

5 ABRHrREccRO! WDk, ene dhsee hs, t ahbQlsSlu@nsd 15 & frettt@npu A y1g4 cooling,
and |ﬂyestef£ses$‘avqur!ogsnt andn atwectdnams ch-borg 4nm:g@e-sp|herryl) siptridigtie60 after the

I t? nmrs d in e?ns o}tl'lfn eccan a drat 1s a ﬁ(rﬁ“dg fin rpfjledrgzxm ch, wheat
starc ferﬂé,fﬁysb@hﬁnycmous ek i n &% o ‘ir?[de starch or
ar r owkueginsistsarsapp os@ﬁ eatdrnemtme.'hﬁﬁ leoF f@ﬁblﬂi II'riiﬂtQ cours f¥§est ahd i ses out.
t r agapgahiealy fat emuisions orcfal suseppeions. tmd‘f hrmrs the tdmpeaalturanfahomu& manner can be

oiffai tgge&tgmfm i L ot gfrryé, R LT e fumrate,
. iGds) stabﬁ Ird) Mwithg ¢ ONRBrmé&N&uring lthe Fi:gccd mg]%flsf ﬁfé\/ escent
et hanexhu)lmamd akos, t h@ulmatr-hwmnut pdsft)naner 5 iraige 1df Sthis @mg, theSt1@as ches, agar,
al jgi PRCEIS. shity for yagmiation °§f fupre fnpide dlg eaglionavessel s t her eof , such
ad3s o BieTHICal% Bfﬂﬁat o SVRES geactiggympspure is cooled to' - " Eyammie 3
effervescent mxtures or adsorbents, To a solution of 15 g of N -
acetyl -4 - (2 - 115 dyestuffs, flavourings . and sweetening chloro - 4
- acetyl - phenyl) - piperidine in 60 55 agents. Preparations which can
be m of ethylene glycol and 10 m of hydrazine adm nistered in the form
of |nJ ectlons are hydrate Is added 10 g of finely powdered' preferably

The ngd rd a’(:antht,b{y metlglq[ellté(ﬁo rap lﬁ}l- 191 e}t %’t’mam‘tﬁws r%dgﬁflr can Zl :Z: I
phona
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11 roomtenperature; 100 mM of water is added, filtration, washed
neutral, dried over a ' | j |

sulphate and concentrated in vacuo. 100 m of ether each tine. The organic
The oil N - acetyl - 4 - (2 - chloro - 4 - acetyl - phases are dried over
sodi um sul phate and phenyl )* - piperidine obtained in this 5

concentrated . in vacuo. The residue is manner can be used wi thout

purificatiom '1 70 dIStI||ed under hlgh Vi 35 31 5605) andrnthefractlon n
le),?lhl : n? a;eﬁell WQ l06 ofw lsad b %D eutra fd idﬁé

y p y ) ?I Fe form thre mes%ﬁy I.J)m sulpﬁ JJ:)I‘ICCH(}%&% \g
passes over. The .rlp@ éSrtf& org tyl {40(P- chl

(from 10 245- 2466hases are dned over sodlum sulphate and  phenyl) - pipérains| /o&tgete@nmz thxg
obt ai ned by catal §REenir gﬁrmhlvaca.’e (W tegidue (i mapyep cgn beqused yisheuy pucification. 70

hydrogenation, ing ﬂgﬁxu" ﬁ,adva:i#ﬁfﬂl 4- '{ phenyl) - pepgfmidine used as

starting materi al chldsrbat4 ealqnl pipanghe 1,4 s(4ar lldoﬂlgylw blhanﬁ) Gauﬁ“peh&me
produced for e rr%sges erf d[[h|eolw§rochlon@ oielts ay .hty hloride]" )(m (flr(;m

eth 1S alytic
phenyl | - 3 g %e)fyl é chlgr% ?)I!yl m a usyto 75
hvdr ochl ori de. Th&meanpﬂba&humau @as srurmnh riaf |t dﬂh—:xa 1V\&t§ ng wrth6

stirring, to of CJneoesrtradttcedﬁ rnammﬂel alfollqwsdesqzrofbed |l41 (4’1e pﬂ@rldil) of) efnmlrln- ng
toride. The prod

nitric acid, ¥ qn&'lz nﬂsgnmno d o

mxture s sub eq&'ﬁr‘r’# ”ifur%t r‘f‘? ‘eﬁ B eBe s%"a‘eéeﬂb ?8515%35“6‘*’“’05& w%erso
0 and mixtrX aRpb Ltbs uélfol ttrreusfdrhem poured onto 100 g of ice; the
4 - (2,4 - Dineth Irptren t)smperml bdwm()z@nd pH val ue i sExaf with

colution an ﬁyd }arl’ s‘ed A efher. nit S éﬁaﬁ ﬁéfé.g},.?md%m%wi;ﬁpe(ﬁm

sol ution, and ext{R rdxﬁes tafnedB QI manner
perfor rred t hree berfmsedM thilee L’ftﬁesr’dw;tbf 50 atﬂalobgran&togroms tohthit dtesibed Imekkample 1,

Exanple 1, 85 el Ry leRfechias] rg‘serwaé%a ‘t;;rg mem anlﬁcs;f N apaned w({f‘. 13
g of N - benZyS r ed a(g-g sod m%;& ;ﬁ %e ¢ h@i ﬁ'ﬁ Istaxq S thﬁ rial

di met hyl - enydn):entratedlmz ,v5cu@ 'Fhezﬁs:ddi |1§ catDU&‘dSbtalﬁdﬂ b)U'm)roc@U hfalgb® toand
tetrahydropyri d| n@issoly tttlanme(hn m:ated n¢lelntlcsamle=d m Exampkcuey caiyersion 90
residue is can b HHEAIHRAl °‘ °50¢‘P5§fne iy 'é%}po R e hrdios fo

et her / et hanol ndfthiRed Sthr Witkaion b rarlub A thi yommr@ fhon-

90 active charcoaby e'ﬂ'mratlbnl,deamlbbyfuhher feaae:yl 38 g4of-N afenﬂrn- -Otﬁlpdhdend)ramdm -
m - Xyl ene | nto tWéh(%&;‘ddl lrmll'lﬁc ion. Eﬁ%ﬁ 0]£ Wi r%n%or acetu;

br omomagnesi um coppY) henge g meér)t% R8T ,irﬂﬁg R
concentration 35 &sogma,fahanroeaﬁ drétiénfd g :ﬁsgsorrpoun Wt y evaporation, .
can be further reelcrdidium36’] @f batium belrbm}dte- - errEd : 6 and wrthout

addi tional purifi fqﬂéﬂ‘?s"d) “““' ?‘F hyy ist
So i sarn o o B e BALA0R S RIS -
The product (4 - canicémated ©h -vacﬁﬁeto drynesg asng/ )acetylprppaaryl)dpyiﬁmrern 300h1toaamd

boils at 0.05 nm ﬁﬁ@%@%ﬁﬁ%’ %?%3 1};[% % BEE' fams;the sﬁ%ﬂfﬁr?ﬂ %ﬁg

wWth 4.5 g of paI E pr ssure until equwale ll@
6 (deconposed) upXPp kfrons ethespl). val ent's o @y ogmq, vmx asibibed. (Th¥aOftyst
charcoal) is h‘}ﬁd lutigw of 4o%ceef sedisro nitats.in The istheraemgyed. baduewnt@dahesfddrmr on

of 2.5 g of N- raer gsg?, ﬁodrsdff’ ?ji}"gg fed ‘%F?“ceﬂé tpdiinevaryq o drypesy. JThe
25,6 - et r anyshaE ©4; R n;l%)x oo i Hebpm %oﬁt.ﬁigﬁa d@
dryness The acmb idine pine l ofpy:bndihtmﬂe n aJ‘d:l30°f cﬁndebllc r- intbeho

acetyl - 4 lor|c4ac1 cﬁg pet7y| ml ofatqtgz ,qaiy gpis %sgé rThe
bt ot o bher i B RGeS R
sol ution is hydrogaifte tcumdfbbpl gy fuhBl h @tiel fORowikl mihner? 115
nor mal pressure utet 99, agd é mw,lalaédﬂisdroﬂmsrpo& erris lﬁ'rlamwfelt4ha¢fo3 methoxy 4 -

hydr ogen have eeﬁ%%ﬁgg“r"pﬂ? _ch]o %%?sd bro 4 Rie £h gy 130
sodiumnitrate ing entr‘a r1 M‘m 4 téltiéléardroouéaltt & ¥\fl er §s1 fOf
wat er i s added drmpWaﬂ&daan IG° mmlt ’fhe evsluﬁmnOEntvra&tredasuspanacm1t3(g mygnedsm 120

The stirring, g_rtrggpgp 'gpbo_pg Igh ) Mn %j géxq 10_ml qfégsiolygpetegr@ydrofuran '

fractionally j‘il' o 1S mg Qiion. the tetgtfprggf S I%m

seetlmes Q-lrfi)c g
vacuum and, in t é’tﬁﬁtab@zﬂe infeQ TRS or PiaB@6IsEiLeh ofi9b g 6PN rden@ 4.-
concentrat ed [eplrd kes acy exthacted threk tim sat 0° witht hexpe rldmlb- E)O 13h dlrlocrﬂil @bsadutacis

and 75 m of tel‘5° m t’fh§/ N sodjy fuf |d"Ft y 9? Afteri ng
i s continued \é\% ?eh i allret E’Sg" clr'i"ﬁﬁr oghl i 8 a “0213?"53'@%{2 r'om
reaction sol ution, V\hl ch is now clear, is ethanol /et her) The starting

materi al can be transferred to a dropping funnel precool ed produced in

the foll owi ng manner: 115 to 0, and is slowy added dropwi se to a A
solution of 14 g of 3 - nmethoxy - 4 - 55 solution, cooled to [err] and

bei ng stirred, of brormacet ophenone - et hyl ene ket al |n 150 16 g of T

o A=~ 1 o . o o o . Y 2 -
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12. vacuo to dryness is perforned, and the evaporation residue 1is
____aobtajned,_after 65 residue is triturated with. anhydrous ethyl extraction
wth petroleumether in the cold ether, and filtered off mnth suction. The
state, N - carboethoxy -4 - (4 - ethyl - suction-filter residue is
bsequently phenyl) - piperidine,” mp. 710C. 5 di’stributed bet ween
ree-times 200 mM of ether and 200 m of saturated, cold, aqueo S/

a{rpl e 8 ammoni um chl ori de solliﬂtssmn The organic N - Ethyl - (4 -
et hyl 9*1‘3“%}9% 1579erR) >Snd 't TRIPfdn YRRNE s Uab fnedqegttt aléSh-?‘
Pi PET rSidBE is GRTatd with. anBlRréls 1 x(Thdtie wrtQ\SaFoleufﬁp hém thegbldphat & &nd

cat al ytherc anfhyfdiered cofitwith rsuction. The rmmer I@rboetbowyend r-atedethiln vacuo to
dr yne sttr‘l‘l’)“l'te?be V‘f@ﬁﬁgﬁtuss“f’ q'gnq;?%l\( Rbewyi-iRgridine.manPre. 1 crude 3 - mgthoxy -

( @ml of s rated% bét@is Wi th 12 g Ofgpypie GN .- ethyl- 4- hydroxy -
4 pi ﬁﬂmbﬁlyﬂn)ch}onaeedil e The) erganii peNi dgthyl - 4 - atcetewpheramgl) e 75
et hy| ebkgs eskaet enmtwig jSllnrﬁll Mitrsl rimggyhpmymomm gbtramed el ts at 119-120
V

(f{oomdgr% Rt u?c:hfg'ﬂd ngst RRY oRERES 1&%"“&&&% ESIMNp! / ether). 15

di sso 31 Nmét O[N aGeizyIC- fCi Gt pcomeQ }r_ygft gd hydrochloric
aci d, h;adrdxythe plperldyl) - acetophénonsp Iept@esdiflm i- onacreconlea‘ omeed Ther t5wo hours. |t
i s fhylene ket &b'{a;“ js man Sﬁ hyd“’g‘i}'@{%ﬂ‘l feke ak dhEeh0f 4fre® i n vacuo to
drpgneggsef,ﬁ,ﬁfé., e oh*gﬂr &ﬂfa Eﬂ MAPVhEGa- 1950 (from 80 value is

adj usbeebnedritiated hirscmbricnactdy aidoske de - et her / etxhapolo) . i s obt ai ned- -by

cat al wlvt@niﬂ'eﬂ%ﬂ iﬂﬂ%ﬂht%s 1us ;ggd ektrldct Me'rlilylr s nbetwhr-emm@tne drogenati on

in a ‘tdﬁ‘e vﬂt,zqﬁ/ g‘%?{ be ‘?esaclt{f{f;ﬁ" The that
degcr E%gdmlt aarp,ltec n iSbd édcﬂ&! I R S S conmbi ned,
washed tinrs wtth 5 'mbbf éther chentingd. The 1 tRa,tE;:anbedtneExm ﬂar%mgﬁlwuh 1(74 - neut raI

g[‘al gg%ﬁgntiﬂgﬁ' ) 0%&-’;@&?%‘&% anﬂ ﬁ@grﬁé méfq' : %:enggzrﬂugggﬂt ial ‘can be

prasduckdmbiperdbhed oﬁhmocprmtnngargaph&ﬁi Qdnweelibng obf p S Br&ﬁotllﬂ ne Withh conversion
of p. etl;cbmrtmgtaaerte yielg N r aeagpwel \%h%;l;a?es' epropoind, benzyI P

<,
ma‘gne%le% ebs tq;ﬁ) ?;ﬁ& &) ubs ttmy Bﬁﬁg&oﬂ (3 -

t NOXYlourleds oil, WHEGACE ah(H% wed Rithbut - - ybtained* mrelt @rlﬁomace yl -
prﬂanylﬁ)rther pnrp‘reatxoair ne in the form crblda)enami subsequent splitting-off of
water. The .90 coI ourI ess oil, which can be used mthout product obtai ned
melts a 4}0 41 caOboethoxyr t4her purifi cgf tﬁﬁﬁhenﬂ) plperldme : -cold
pent ang, ﬂﬁg r1dme in 100ml of hydrochloride, m.p. 194EX3ADI(fok0 98 sol ution of
14 g @bso te di6Rdn 9Qdd d'dropw1s4 -et eq{ethaqvﬁth N{m a "E?FI’FIE‘I’ idine (4 -
et By at 8¢pheiyin)a mtrmepetmquhpeie tmal ;':8‘% g g}j@g‘pe p. [err]
(from “‘"??éum"%%'ﬁ%‘t & ﬁtﬁ “ “'g' éhy L Gietidice.

obt ai gk ane! 5, |nan|trogen atm)sphere toa
anaI ogeﬂnsln}zds tplaﬁdsmdesfm |3blaﬁlurs rrh a #1 Sus ronlooof 4 g of
or

ttonslpgmm ﬁ hqmcpp}eq_tp ,(?nd 15@ rdeiﬁyﬁy]gi_lgs peé m nium hydride
|n 30(;5 % E,g @E‘ tm &E R e)her) R [Bfaindd NBy ataqmane Af ter
corrpl etdl er sel h&mtratw gangtique rnf armander dmlog@sitour s. The
Iv@cubl To the resndue is added IOQOﬂ 040 %‘gf'g 4 %"(‘ ' &0, s}?rt TR hCé)Qﬂ ed to 10,
an ;t T2 ;}traftrgt ugmg e IS X 20 it "5t vaaf“é’ i s added
dro 'esifsu? g 'piagt : “ip'g’ ew,zﬁn p. The]sgﬁmih%ater(ai camrberpeombed mg preci pitate
| S f i |eﬂﬁﬁ(ﬂd h}ﬂifochrﬁd"ladtdleo obthiname/ ék '°W‘3g oﬁ et;)eg! tic aid of
Sﬁel él{g d ethgherhgoylart nireridine EE el it ah |'ogous to
0

uen

éﬁ:%ﬁ%ﬂg— ] N r&ﬂge%qn 1 ®enzpi- 40fplpeﬁ(fﬁﬁ€ar€iﬁaﬁéd 8@ e Nn Exanpl & 10,
i

start it IOFo M ., an dbﬁllztyt-r4aﬂ1vdmxw :4 ﬁenﬂe@itylmmmm ng 16 g of 4
- hydr oxy selufion (of} 89ﬁretghydfprneml )plperl p ok te is
ggerﬁt‘l@a’f @gategn ﬁgjfb‘e?fl Qﬂ'%es e%%th%dﬂ i geeig;n} VPN ;e 2t Hd with The
tighe El'jbésol g’f) @d equal aatdaa,nethylacdwdmﬂodﬂtaﬁmmhacr d to obtain
-t hethyfpﬁédynvm- ngperm&ianaf 8.4 |1 ofa Paiied partoal) ishydrogepatedet hyl - phenyl)

- pi peridthllamine and A0y ml) of t8til6t hﬁterdé;ggogg"@e: "“' %ﬁ?‘l prcp has Bosn 5
hy(épo preletiag 3 ff{,&l f)z dggrgn ring rl: methylphenyl) Q)@peﬁdlﬁ rﬁ)p blBWIEIiS@' ne and_ 1.10
Kimpe eesatnaetﬂraqomkﬁsmﬂr drartiree epybabemedl i n ' benzyl - 4 - pi peri done

are rmﬁgﬂc&%dwam ergatninemf:gd isow ng manne Exa‘m@le 0 benzyl -
4 - hywas cutrah drieq gver s penyl )y 4 Abf NSOLEL}I0Nn 4 0f4 -8,95 g of ethyl
pi per 8 n‘éx“[“gﬁ”f hi&H8f S8t B¢ n 80 *mi of . et h%r i's gdded 30 g of N -

benzyl - 4 - hydroxy - 4 - (4 - 115 55 dropwr se at [err] in an inert

at nosphere, nethyl phenyl) - piperidine, in a mxture of wwth stirring, to
a solution of 12 g of 4 - (4 - equal parts. of ethyl acetate and et hanol

with ethyl phenyl) - piperidine in 8.4 g of palladium (5% on charcoal) is
hydrogenat ed tr| et hyI am ne. and 400 m of et her After unti | _one equr vaI ent

Y b1
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13 propyl phenyl) - piperidine in 100 mM of analogous to that described in
the Exanples concentrated hydrochloric acid if | to 14, or by one of

the methods discussed 65 necessary with the addition of glacial acetic
in the descriptive part bf the text: acid as a’"solubility-pronoting agent,
S | - ethyl - 4 - (p - éthylphenyl) - piperidine 5 refluxed for 2
hours. The {reaction m xture is (e.g. by reduction of | - acetyl - 4 - (p -
t hen highly ongentrat ed in vacuo it is qt;gy-gdﬁhenyl)- - piperidine);

adj ust ed th f '
CR
et

phenyl) - + 70"sol ugg&%‘r’m der&d £ iny/ lePLgeZZf{( % Oth?ﬁ
reduction of 4 - %ece@&?tv)f the a@aﬁ &l‘éfﬁgla@éi et t

2 - net hoxy - phengpllc;) as goispletilitgiproagoting. ger&)(ﬁd’ aCtlS- e&fyB 43-Q hshently -Sidetidine
with active uxed {:}Eéﬂiﬂ‘!f The l mItiIIe bytiohaf Eeaketinds - (o -
concent r.at ed to dr o clot.lt f—;‘f ,fl ‘: - 'éi?fl w‘ l)hyrl’l?e"d‘ B0V . ohe

pi peri dine resi duesolu$|o Itstualrd Qapm Yll aﬁﬂaClﬁﬂahdlﬁ“( bdeﬁ foh %‘ﬂfg'c i -
chloride in the r@bemmlm“rac?@l with dﬂh:e The eshér o2 bmnhoxmg phény]) e pipge ndme)

al uminium tri c'ﬂl o*‘rxrrags ﬂ’é’t“F‘brFeaGfi withea _%}Ve- = (Prr BO‘%? ¢ridine (
h al d
ol per 6 me passes AR B GCeRBled z’mﬁm;:’hyéﬁa GBS T R o
hydrochl ori de el tis tl&tfraw&lﬁﬁﬁ& Q@ at b.paL ag mhu)’ldﬁ Q M{lb:ﬁiesﬂ duEGéd”'Q,fQ
of the (from etlgarﬁ(ﬁe‘ﬁg ylphenyl) - piperidine passes resultlm akatone ﬂou drog€ie and
I
/

starting materi E‘%‘d‘“e“s at 8—280F _ {ﬁ a“d Ydm He BHGperafhof the -
and 4 - 80 for exafmé Start Hn’ia@éilﬁt EdNbeDprodéted, O ﬁ yl cﬁlorogl%nﬂl)- and4- 80

di et hyl phenyl) amde,rber d:]yondf lsgphlin ety} p(3pﬂer-| dim@hyﬁ;ﬂ yb1. pipgridihe (by
reaction of I ro oginyl ‘FQ o 4.reag(ipn exhi ¢- ;agqr@onewxﬁh#-

. i - t -
chloride, in thg IERiRimari orldé % acet senc enyl F br%'}ﬂlaéf‘ekﬂ Suv‘él
al umi ni um tri chl orproonytphed\l)- - a;ﬁ Mine- arl -the(n sphttu@ MRS S IfidHh EOEﬂbde 85

respecti- vel Yy, pr oma jtion thirgrdte gived -anetitbtednsd - dyylinoky i-ng- of ﬁhenyjf
water from the A ldmegng_t Yt P@pﬂy'&ﬁndbenat’ﬁpdl‘f"ﬁﬂef’@é‘f‘eq gve‘uhﬁeﬂuem
stituted .4 - hydr x il °l‘;3 mnyl -~ acetyl - - propyl phenyl )
pi peridine obtain d and Examplpdequent 25 p| peri d| ne; E,Jag, lelie :
reduction). Exanpl te$13_ 200 ( %‘:Lycg%':yg - p'pe“dme' 0.6 g of 4EX Ieeehquﬁeﬁbl)- 24- -
n - Butyl phenyl) -53 i on Sty s b - Dibaridonet ngﬁ o g\mgé lgngde

[err] 30 manpn dndmhorto dthat tespribed 2 - hth[ﬁf ?éf ml of

portionw se under: ?@(EB [ Pisrting B LI Lacel! - | absoRteatefrRydrdf aﬁi The! i€ 98

to a stirred suspedg 'H; gﬁp@‘,x; %Pé ffer subscamery lmatyrﬁd@tﬁo?dorqﬂebmlamad 95

in |ithium al uii niburghel)d e.permuﬁanmil adetyEXaND rséh °§° a t’%‘&;r%;ﬂpﬁtﬁt“i% t f‘bf
11

P& a drop ise ater and

N - acetyl - a¥sdhute &t reatyrbensfilur-arpipefidise.m ¥ Uhicori SNAodi ek soluuon,
pi peridi.ne and 12. byp. o 13°- but yr| C subsequent I yncﬂhtwncﬂdxsaneréﬂhfdug leiéselgﬂl&
hour and 95 acid chloride hﬂfllﬂaml opncentrjted b!h

Lo oot e et r g ol gl P m;g%?ggzz =

are added dr opwigs em etlhat 4he -hydroc s at
pi peridine, 0.1 nExampled2, Pstasmglwmm hydfmxa«éﬁyl-solmjt—rm&f

[err]
andt he whole is fl‘ftef3e5d tditibogh4ki eSulrhemp . - Ex e ( zethylphenyl) - 2 - piperidone 105
The filtrate is colfiiffanembm enangratbiat: 1&@% et grter) s b phring,
et hyl phenyl) 45angtample a§ Rt I Ng crude'4 - (4 etdﬂ h[olne 43— pl riadi ne,
mp. 85-86, is obtairhéélmllqﬂf!af;mg put #qlcthsraédqd &
40 manner anal og “‘ﬂd'sg@__ﬁwdpsc(]{; %ﬁﬁ, ng| nt ““?Eﬂ@n f‘ﬁa&p @'fr éﬂ;:gg 10
ITE| ts at Exan’p| e periatna Wa 1! lxg"' lSN wntlﬁﬁlﬂs )Hlmutes “&hrl C
dinitro - ¥4 - € tly stirred fot tib bouds at (0P to ewﬁwtprpdnye}n)ulsmnz of ppgers dohe

105 pi peri di ne. 0° it is then poured onto 100 g of ice, ihe t;/g %l? um b mon angq %PI s

can be obtai ned, ,%u[héirt iﬂ ﬁ'ﬁl[“&ﬂ, me& th' Olchlofiddl- ; Stitring s

follows: 45 exanpletfomsed tick GMth: 50 ml of methylene mamtamed at room temsﬁhtlufd &1 30 Of

43 g of 4 Tc5514chmrldef=achumen htmrgammha@s drei sm dthe %&%ﬁg e al ok ({Wﬁgr
Qn

a.nd 52 g of pgg\l Q eindlgglrgé difrlf @ver lu d concentrated in yacuo, 120
di et hyl phosphonoa EH”'E Ethahﬁs ffons rud D‘etl@‘l:- ¥dmic acid nitrfiéthos
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14 and extraction is performed three times with ethylphenyl) - N - nethyl
- pl

further processed without phases are washed until neutral, dried over.
dditional purification. sodium sul phate and concentrated in vacuo 5 to
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spl g¥ “B‘i’ts Yhphatean C%‘fcett f¥t¥fenti oned nBGaRylagi ne in 100 M of ethanol.
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w 26 e ar of or rre an 13 )“@tb GTHGO@rru/arethandnds$utaset¢|uentIy converted

i nto t he séueal oits ©orf mt afb datl rtebe FOLF - Met hyl
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et hyl n f tolftne &/ 3NQ h'ﬁth’sf 'ﬁ!eachﬂfeapdro& ﬂfy E%Bﬁga ¢l allded? 2CUO- The

cr Bde reaetndsryl memtrer 1sde®mcenhe ddi b ,,t(ﬁilﬁhsﬁd’n}ﬁSi aﬁ 0.5 gef 3 - “carboxy - 4

- _evappn? IE ét% an 751ag_®gu kigyered wrth%s@aﬂ E]Qpen done
2o, S s1E%0 ;ﬁf E% ‘%%; g::udég‘% fer 1 I ed in

Exanplpa,eﬂ;&né% prrt65° ryst or g 93@83 tion eﬁtfzqg tops -of nethyl
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oge é’n LN _of fuge gt I?F"ath f about 20
yltfﬁé)'gﬁggglg go-%:p&m’ rﬁd%(éw 5 r?’)l;anf ‘ss‘ngapn Bof ot her is

added heaacblnntﬂuytofaitlm wifog 3@ mivares ahpefur€lis loRered 160 QfSe;tHaﬂ)n 4 - (4 -
%I q&g&g‘ SQ: ks th leénO 3 slthldsb@eoﬂe tShedfdedl sndadtdedg i per| done ‘m p.
Al s A e TRt ool 45 0 of 4 (4

- chl Quffedsythy matohraphmtSW bof silicRi m& n is: then made, the €, 17
in 20 gnimthfet‘rarbmtatetaed etsmdra.mdtwem mtur&ed gutbfsodiumrdtﬂopide car boxy - 4 -

(5 (R oot gripufe Zios ety 1
Ry ikt B i e o B "o el m,r. e :rzghﬁsheat ¢d in a
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tion of' the residue .under high 55 Starting with 4 - ethyl phenyl
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1563, 590 _ 15 15 phenyl - “piperidipe yi |
50 m of VHAT WE CLAI M | S:- tetrachl oroethane are added, with
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vacuum i ichinbaieds t By drrokeai chr onat ogr ap
purlflCﬁtlsohllomfandéhﬁctedklk t,nmtR ithape esent s a p-ph ,ene group 15

fractid fje CtT@F %‘EOTB%OT ic on optiepak]y Sybstituted by dsoner | i
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broiyige. 5 and t‘lhe reaction m'xt

E%d‘

IEdterm and a sma \r%‘”‘zal koxy, nitro and/or
hal ogen ane rlaadamumae Chedrabmas ih RBick i esents |over k.
al kyl, [n $ifematogahior uaflca n 7 ctlhadén(}] '%m%a’?elfe“y' s ’Q"ge ;:?ff _ et hyl
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(o] t n tfe O
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'pi peri di mnaea i cﬁﬁmﬁ“%ﬁﬁ% mu%&éf'n KORE or & @Vrﬂ?&:‘mg sh&ghi- carbon
at oms, and! f ewthyl {mpereﬁrerrtna eh;wbega& orchhlovle\rverafhl IhAPnag/lungowpcarbom car bon
atoms, in the 25 : and R, represents hydrogen qelf ormor in

sal't f@m Example 80 Tabl et S cqa&g; ain uP sﬁ@‘bocarb‘m ?toms tm go3- A
conpound of T@Hetheqmrang 169 nln.‘! aofl acts'abst mnﬂceqm;ﬁmgd oflthe général foeihhlytllphenyl ) -

wher ei n [ e}PTeHEs ﬁgﬁ gp‘# " n v@egsimRphaséhe me é',ggtYFﬂt" aim
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atons, 85 fol lcQWpBGidiOMPOSI theDRablet halogen up 1o ato W{lgrufb% }fcargm;haylo Eg up .
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to 4 car bonaagvgrggbsparnc@algogen up to at rﬁ&‘:sﬁmowerilzp,e
Per tabI et 4-(4-eappesment s | ower al kyl hawmguuphatv&g:ﬁpccm mnormémsza: 90

al kyI | ngéase % éétlr phat

subst arfé ﬂdme : l(s)g sons, t E!ee[@rm °rI‘ Sléfﬂf@ hydr ogen or
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4-(4-et hyI p?ﬁ T odarch 3 mg EEQ }g (gnef4 car bon
at oms, in I siliciPhf@r i dinej3mg 6 | . Met (4 d ethylpm 1) .ree form

I n tge saliqunf orm | actose 12mg piperidine. 95(4 -
Et hyl pH€nyI jnagnegiupetqaithe. wheal mgtarch. - L.- E”’Y' 24 (43 ﬁﬁy'phc“"” 5. 4 -
(4 - n - Butylphenyl) - piperi-4pg. col'°ll ﬁa& SEdhlIC] £ - Hetdxyphenohd: m:J
6. 1 - Methyl - 4 - (4.-- ethy 1) -pl;iea iaelm
p| peridine. Pro i-LAResidiaar aﬂ@

A
ng The! actike sugf(?ﬂﬁl?: mﬂed w(tﬂ the ety Enéﬁyﬁ Y ngsfﬁaﬁonephe? )0 gy

8 4 - 4lactcEE.h bortio of tH¥BiHRaX bR ARd ) -npupe@uwoaaup&n,ﬂ pipbddine. N -

Pr opyl E‘,‘f"ﬁ ﬂpétcncmcﬁ;n%g@ mgmeéct i Pnd - (- Ethyi - 2 - chlorophd¢®)) 4 i %( 4 -

Ethyl - t iR Hst 3i5S g xed i t tl

pi peri di néga];; ol @S, wgigﬂr ﬁ%rwg}ﬁg, ; F\F{% émgf N 2iq A °m”?4 .

| sobut yJ phknpbyder rpmper isdkneeded4®ith wm h CDII hol(daMeﬂtyluhenm 'aﬂlbe(dldmand t he

m xt ur 0 pase unt syc ma%tlﬁ rmed. This igh| o %ﬁ)ﬁédyglmethﬁl@ﬁ EXP p!qqr h a sieve.
pressed. t rou%ﬁa sieve a mesh size methyl g h

A further pQbdit - it RId? éﬁ aﬂ e dried (7. Th mp clalm at"Starc

is made i ptauBtepiasgsn pattthrotighea Seve. Thel 3.of @lmmz ‘ﬁ——i form ure eMmitro - -

phenyl )5 - r; @dea,q{)g%;{g{p‘iri@gp%r&?gmlﬁmtrwm%%sh and ﬁfhpl peridine. the povvder

m xture”i $ @Ffég‘ ih N 'H})'L gﬂ‘: i di ne.

paste unt ltﬁe Porial TSl IS0 . CBEH S 9'15d'll'Tl$§Lomp Bl %@ eéﬁci%tgf 1S N

Di et hy| pirervidell -withptividiolds preovepn essed t hrwughnal-sB aw ehelTorn ofghér omihl si ze 16.

4 - (2.4 - Dinethyl phenyl) - piperidinéntipoig of .about 3 mm it is dried - ?

and the dried 17. The conpounds, clained in any oné granul ate is again

put through a sieve. The of Cains 1-3, in the formof .nixtures of

remai nder of the wheat starch. the talcum racematés. 55 . -and-the

magnesi um st earate are then m xed 18. The conpounds, clai.ned’ i'n any -one



in, and the m xture obtained is pressed into of Cains 1-3. in the form of
racemates. 115 the formof tablets of 250 m. which are 19. The
conpounds. _clainmed in_any one pr d wth dividing groove(s). of
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15 15 phenyl -  piperidine in 50 m of mHAT VE CLAIM [1S:-

4 Conenyly L1 602 7y of Tinely powsered al ornAINARAIIINT * " ©
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1C lS
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purification at:‘,?r‘i%igﬁ < p- phenyl'ené\%aou-ﬁ“ 15 65
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up to 4 carbon actw\@,eawg%ance e.g 73m 5.4-(4-al lph ine.
represents hydrogen colfoidht {ilicicadiy | phenyl3)mg 6. 1 - Methyl - 4 - (4]- oauwlpmhy{)yJ
having up to 4 gar bécum ons, in 90 3512 mgpj pePP?:ﬂdf‘ft?Ethl 4 ioh q9 mg
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remai nder of the wheat starch,. the talcum racemates. 55 and the
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