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There is also a need to provnde eompounds that can be given parenterally at the end of operations, and
anaesthetic procedures, to restor wakefulness, respiration and cardiovascular parameters to normal, after
the use of anticholinesterase, opiates, benzodiazepines, neuroleptics and general anaesthetics, thereby
shortening the stay of patients in the recovery room.

60 There is also a8 need to provnde compounds that can be given together with narcotic analgesnes to
patients suffering from severe pain, e.g. traumatic, post-operative, or due to carcinomatosis etc. in order to
reduce the side effects {respiratory depressson, somnolence, constipation and urmary retentnon) commonly
encountered with narcotics, without impairing their analgestc potency.

There is also a need to provide compounds that can be given to patients receiving antipsychotic drugs,

65  which have developed tardive dyskinesias, in order to diminish or abolish the latter syndrome, without
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30 There is a need to provide new carbamate derivatives which show greater
chenical stability than physostigni ne. 40 Furthernore there is a need
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45 compound in whuch R, and R, are mothyl R, is H and R, and R, are methyl has been described as an
insecticide. The p and o disubstituted derivatives in which R, and R, = H and R,, R, and R, = CH, have been
shown to inhibit a preparation of liver cholinesterase. The m disubstituted derivative in which R, = H and
R;. R;, R, and R, = CH, has aiso been shown to inhibit liver cholinesterass.

The remaining compounds are believed to be novel and thus the present invention also provides novel

50 phenyl carbamate derivatives of the general formula | as defined sbove.

Preferred compound. of the above formula are N-ethyl-3-[1-{dimethylamino)ethyllpheny! carbamate.
N-propyi-3-[1-{dimethylamino)ethyi]phenyl carbamate, - N-allyl-3-|1-(dimethylamino)ethyllphenyl carba-
mate, N-ethyl, N-methyl-3-[1-(dimethylamino)ethyi]phenyi carbamate, N,N-disthyl-3-[1-{dimethylamino)-
ethyllphenyl carbamate, N-butyl-3-[1-{dimethylamino)ethyllphenyl carbamate, N-methy!, N-propyl-3-[1-

55 (dtrr::thylammo)ethyllphonyl carbamate and N-ethyl, N-methyl-3-[1-(dmethylammo)lsopropyl]phenyl
carbamate

As indicated, the invention also includes the pharmacologically aceeptable salts of these compounds
such as the acetate, salicylate, fumarate, phosphate, sulphzte, maleats, succinate, citrate, tartrate,
propionate and butyrate saits thereof.
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meta, ortho or para.position, provided that for. conpounds wherein [err] and
[err] are both nmethyl and having the dial kyl am noal kyl group in the neta
position, when R2.is methyl andEPei® 3198826 dBegen, R is neither 35
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and [err] are both hydrogen R2 is gAat nethyl, or a pharmacol ogically
acceptabl e salt thereof and a physfologically acceptable carrier therefor.
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andsB P . oce rl. PRQCESS B: [err] Process A 45
A ST e s of iy e '“';F SFU MR GIN ]' ocyansts, S
I _ 2-10. " . of the i anate.
a- m hy @tming fidrd !i-y-l24 Baps Qﬁjﬁt?leng temperature the reaction mixture is connected to a rotovaporaetor (;(;
mg Hg). Thg residue obtained is dissolved in dry ether (75) m! and the solution, which is ice cooled, is
saturated with dry HCI (g). The formed precipitate (the anticipated carbamate) is filtered off, washed with

. 50 flrgy) ether (25) ml and dried to constant weight in a dessicator over KOH pellets under high vacuum (0.1 mm

mal eat e, (O nate, citrate, partrate, propionate and butyrate SRILts
t her eof . (@.. g: EP 019392 'Bk;l'ep_ceq'po%dﬂ of fog | can
raatl g—%“eorrpognd of Tornmul @me

Process B
A solution of a-m-Hydroxyphenylethyldimethylamine or a-m-hydroxyph i ime i
55 in dry agetonitrile {0.1—0.5M) is reacted with 50—70% molar ex:ess zpth:nzgm?on:;?;:ﬁ‘rﬁ::m
ch'londe in the presence of 200% molar excess of NaH dispersion (50—80% in mineral oil). The reaction
mixture is left to stir a.t ambient temperature for 15—24 hours. Removal of the acsetonitrile under reduced-
p:;asure {20 mm Hg) is followed.by the addition of water (10—25 ml). The pH of the aqueous solution is
o a ':usted to pH = 11 by the_addmon of the appropriate amount of NaOH 0.1N followed by extraction with
ether (:_i X 25 mi). The_ combm?d organic phases are washed with brine (25 ml) dried over MgSQ, anhydride
:vhlch is then filtered off. 'l:he_a ice cooled etheral filtrate is saturated with a stream of HCI {g) resulting in the
ormation of a hsavy precipitate (the anticipated carbamate) which is collected by filtration, washed with
gz' :tt:er {20 mt) and dried to constant weight in a desiccator under high vacuum {0.1 mm Hg) over KOH

65 The compounds of the invention e.g. in free form or salt form can be utilized by formulating one or more
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nder, preservatlve 99 ng g nveltien- i a unit dosage form as
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hosphat ©nd fitesed; Ppen addition
prosphat gl il t.‘g? g a" R'E?dg?}é%FFE?? AR B3 ot el a0 i i

sweet efni ng 'H@&Eibaﬁ.h‘t@ s aﬁaﬁw5§§%hlt @5&9&96@ mg 60%3 maﬁ {%ayrfyldgrglfggs *VN -

such as gietpied-itilditnpthglainindietiyi]phedyDdapeiinaié, HaliBg the fo he "dosage uni

is a capsule, it may contain in addition to materials of the above type a
liQuid carrier such as a fatty oil. Various other materials may be present
as cogtings or to otherwi se nodify the physical formof the dosage unit.

For instance, tablets nay be coated th shellac, sugar or both. A syrup or
elixir may contain the active co Qun sxgt()se as a 5 sweetening agent,

met hyl and propyl parabens as presgr { @ dye and a flavoring such as
cherry or orange flavour. Sterile Ronpositions for injection can be

f-or muf%t ed according to conventi pharmaceutical practice by dissolving
or suspending the active substa a vehicle such as water for

I njection. Buffers, preservati veS\NHA 'cn-dur(me d the like can be

I ncorporated as required. 20 Preferégﬂ anti oxIdants for use wth the
conpossnds of the present invention incl sodi um et abi sul phite and
ascorbic acid. Wiile the invention will now be described in connection with
certain preferred enbodinents in the follow ng exanples, it will be
understood that it is not i nt ended t o Bxempte 2 he i nvention to these

par ti cul agoceh Wi ofcgrmelyydr wﬂp%'drmethﬁammemm@e@w@nmﬂs mi) and

al t er®at &emrat yslifm:‘;&g% oezgaun reduce r?ss‘grgeh stirring. After stirring 12 hours at room

The residue obtained was dissolved in dry ether. Introduction of dry HCI gas into the reaction mixture
causes a heavy precipitation. The product is filtered off, washed with ether and dried in & desiccator over
KOH pellets. The carbamate is obtained as a white powder 800 mg {75%) mp. 177—179°C and identifiea as
65  N-ethyl-3-[1-{dimethylamino)ethyllphenyl carbamate, having the formula
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25 may. be included within the scope of the invention as defined by the
appended clains. Thus, the follow ng exanpl es which include preferred
enbodi nents will serve to illustEBt D 193 cBilce of this invention, it
bei ng understood that the particulars described are by way of exanple and
for purposes of illustrative discus 1ef Ypreferred enbodi ments of the
present inventi I . bresen Knthe cause of prqviding what is
Dol eved o be SR viind (P & SRt iEed bEaLH @i

1 BBYERe

procedures as |30 as of the principles and conceptual aspects of the

i nvention. Exagphpouhd0. 5 d k3. mol e) of :

[err]-m hydroxypheryscas pylldi fTEt hyl ami ne are iRs"s OFMHI)n ‘t ?g;p'd'lk
acetonitrile Jand 0.70 g (§.2 | ) of diethlyl cqrbamnylchl dié e afided to
t he njaxture L hcfirring Ihi is followed B5 by NaH 15 WngO% Df

di spersion. The reaction i xturje is stirred jovegni ght at |err]. Renoyal of
acetonitril e |Bhgeiostdgnied preqguke is foll d bqu‘qugi n of dvater (10
mk) and adj udt {Baticgfatdle [pH td 11. The product |is"'extracked iT et he},
which is wasHed by brine, |driedq over [err] gnd {iltered. JUpon additipn of
HCl ('§) precijpMietinenHOccyrg i MeRrgli ately, theyp gp% ot8® [filt d off,
washed by dry ether and diffied ijn a desiccatqr upder high Jvacuum overj KOH
pel lets.” 40 | RAgH€Icar bayete ijSmbt ai ned ag g My joxjgomder ng (BO%
np. 137-138 gnd identified as N diethyl-3-[1 ('d'i met hylfam gl(%bet hyl | phenyl
carbagat e, hgvRhgs HEE formHa 468HpEM-propyl | H | 1.1x10-7 120 1]

[err] Exanplg 2 0.75 g (4455 mjol ) of

[err]-m hydr Qx§Atee gl et hy| i met Bytisiraing) ar e [syshangagg+h |benz (3 Hm ) and
6 0.898 g ¢f ethylisocy@natejare added tojthel m xture fith stirring.
After, stirringRA3 HBlirs af # oot sinrisoptopyd |t he| 9QRxEOHS5 i|s rgpved Ynder
reducéd presgure. The resjdue ¢btained was ¢issplved in dqry ether.

I ntroduct i on|otAHEIHO ghdt i nfGeHghe-bety i ¢rH ) Xt BkEo-Ba]ses jagheav
precipitati on. . The product is filtered off, jwashed with ¢ther and drfied in
a desi ccat or | R KOH pel | ets. Cm@Od!ax.bhrraté; is| suBriordd Jas gq2phit e |powder
800 Mg (75% n;gﬁ [err] ang ideptified as 65

N- et hyl - 3- [ 1{ (H@etRl1 ani pdHat mw.'i phenyl cafbnjae7xton8 hg t Heoformjl a 6
EP 0193 926 $1R Tablf 1 Infvitre activity onjsoljubilized use brainjenzyne
Conpound A7BFI]  RpCH3 [C2Hs dir] 1.3xx0-F | Ti nggof pdak
[err];s activity [err]

(m ns) Physi )sptﬁagm:he H| C2Pa{GaHs H [ 3.5x10Pefr] 30 30
(Salicyl ate) M ot i ne HCG [ erfr HY [err]
30 RA6 HCl ) HE [k P‘]"’p"°|1‘"° H %>e2:l]0'.5 300 20

RA15 HC1 _ [er]] nsi,prppyl H 1.§x14-7 ' 120 RA14 HC

H “ferr] a M‘H’“ Hr&”g[ a‘%f’" 1p 451.7x10-6 | RA160HCL H
[err] isopropyl _H_ 1.2x{10-5 120f[ernr] HC1 H err]
an)JtyI H [err] 120 RAIZ Pt Cyctotrexyt

H ™ [err] Meiting poiha@s &ihdofihdslail firhydrochioride Torn excoi: ich is in fram bese fobc - 1
120 A7 priicipitated from reetiion IE&EJrI before addition of hydﬁmfgm:)ﬁgcz;mﬁ?&ﬁ: ?;\':

135—136, RA, 137—138, RA,, amorphous, " ’
system of 95 parts of ethyl acetate and 5 pa

50

55

60

65

RA; 158—162, RA,
RA‘ 148149, compound RA“ Y
rts of 33% (w/w) dimethylamine in ethanol.

75—77, RA,, 145, RA,

has an R, value of 0.59 in a



35 . RA8 HC1 [err] _ H
[err] HC1l nor phol i no H > Jerr]
[err] HCL CH3 pr opyl EP 01931928 [B1']

poi nts of conpounds (all

in hydrochl oride form except for

3. 5x10-5

30 40

30

60 Melting

[err] whic

hisin

free base formas it 45 precipitatedTabker2acti on m xture before addition:

of hydrogen chl
[err] 147-15An
135-136, [err]
[err] val ue of

ori de

%&hqiiu

0 SFT

e
ed °£5] eRLRS

in degrees centigrade:
stegas¢ecactivityl ¥ dompdunds 7fn pousk biain err]

B8 Bhy e iomiing

EP 0193926 Bl Table 2

a system of

RA, 167

55 60 65

-170,

Compound [err]

[err] 141-

143,

has an

acetate and 5 parts of

33% (W w) di g _ .
Ant i chol i nest dr gi |Redypt e porensungRel at iveupaene i Jx enoPiieddei xe]hat of
physost i gm ne |Conpound |'RePhysossigminen¢yo foisast igmipet imaybitoon
.cholinesterasg to physofdfit@fiiswbcuto phyatter gmahe i nhizonbuen Akeer Jubcut.
‘after oral 3 hdgr§-hfter (s.cladministration gdnicnistratiaqn S.C
adninistrati of administration  fadninistration [RAdpsmistration 100
100 g TTe—ivh uﬁ-ﬁi‘\% 1.0.0-4- 300
5 RA6 Ph 11 19 35 RA1S5
33 £150°32 100 37 RO 05
22 stigming lpa13 2 5 [erf]
36 . ... 29 30 RAl12 13
17 Hiotige fferr] 100 81 300 592
7 RA7 RA. 25 1 57 41 [err]
2-\9/_ 6 5 32 RA® 353
2 : RAve 29 ¢ EP3 193926 B1 Table 3 Acut¢ toxicity of
carbasates in|m d@ Congound [errf 3 Degr ¢e of * 37
Therapeutic | g ordl [err protection ragio s.c.
af f or ded by q{i&r] prletreativent  s.k. 22 [¢rr] s.83
RA13 2 5 -
RAsg 36 29 30
RAIZ 13 17 37
RA10 3l 92 7
RA7 25 57 4]
RAg 2 5 3
RA4 13 © 29 25
O




wi th atropi ne Physostigm ne 3. g 3.0 3.3

i : 1.2 RA6
4.1 Motine 4.5 4 4.9
96 2.6 ‘ 11.EP 0 193 §26 Barr] 31
4.1 11.1 4.5 RAl14 69 8.0
11.5 4.4 25 RA13 Tadble 3 65 4.5 -
1.6 1.1 RAS Acute g’f?x\éiéy of carbﬁnﬁtes tngiée 3' 6 30
5.0 RAl12 42 : i : .
[err] : 4 56 12 7 9 7 [err]
46 10.]4 Comoound t0sqi2. 4 |Degreelof> 35 [Taverppeutic LDgp 0?3%8
. > 10.0 umo keafkg lprotection tio 4.9
10.0 1.7 |40 *Ratio of [pefr] aflaffopded byat #&0gpy at fopi ne

hate-5 ng/ kg to [err] of {drug al ondr ! .kn Tabl es{iDsgne. €.
Zglrrgnst?éten?haf sorn[emha% | ajger quant]mitBsatnopinegired of al| the drygs
ol the RA serieq Thanm of—phyjostignire : .
A€ chol i nestgrase. Howevef, a_conpgrison of the {data in Tabj e 1 Wi t
?E?lty! n Table 2, é’?ﬁﬁé‘i%‘t"ezorrpéuguds'[e_rr}-_o and [rr] arde3al || re#ativdly
more active in \iﬁro .conpar efl toaphys_cstlgm ne than one woul d fexpect frgm
in vitro data. Thir&" grefter r?ul Yltr'(lj'h;bdt enf:yt!s Io;rt&r.:g![ Iiy;r%irt(ro

drugs arg, adm ni stefed orally. is relatijve _

g(r:]teinv}[ P)e/ rraygbe d“(i to: a) g eaffr chfrri ciaﬁ_-%_élabi : i ll'.ayl b%l a9zln W irf\;ﬂe;a olic

radatd on or/ excretion|c) higher 1ipid solybility, et
g(ragater proport?gﬁnléf t he drlg 133 gai 1 acdds to tHe endgad in th&.55 I
ientral nervous pStem d) npre gfflm ent absorptign frorp_ a_str0|4nt4est| na
tFact. For the purpdses of thei P7t her dpeutd-® appl i datiodlid iq ofdidttlfe
| nportajpce if o1quqﬁeds to g} ve.the dfug (tg human fsubj ectss) t a dosgq o;f
1-2 ng (physost{gm*de) or 2-p0 “tha nmﬂ e requifred ot-®he coandlh INds
the RA series. gk is inporta_nggls t he sa{ ty of tlhe dr?gﬁs anid the
presence and seyerrty of 60 | side effects t*"Rat may joccur t _era-‘p&_ ‘dtl
doses. A common ymlfged neasure @ dru saf3e.%y is the theg?é)eutm i n e;( -
[err] DB8se to k|Il "50% of any mal's 65 ( : . ' Ked
cause the desir echAtIBerapeutl ep ect 10 5 EP 0 1\)3926#8% I |:R_a755u f
that the [err] pffect of these [err] Jggent§ resultg frontah elfev 'IOP D
brain [err] act] waby. This ijn tggn sheul Ob rel at ¢d toaé.h{: d grﬁten%o
i nhi bi z5on of [err] For the fpurpose of the conputagion OF"thefde ’ nag or
of the [err] raliragthere is Jyseggthe flose of drug gha %mqbl_sbt_e t
activity of acefylcholinestgrase by 5p% This is bgsed on"thelo servat _02
by Tha et at. (JARAgNeurol ogy] 137491 1P83) gt §at the|maxi [ _rovleogeg_ \| " .
short term mem)lrLy obtained ijn a seriep of patientsfw th zhegnmer™"s di ge
was acFﬁ eved W th-—a—dose-of ph\JIQanlng ne _V\A’ll ch bl écked the a etyl -

*Ratio of LDgy after pretreatment with atropine sulphate 5 mg/kg
to LDgg of drug alone.

or

N
45

The data in Tables 1 and 2 dernonstrate that somewhat larger quantities are required of all the drugs of
the RA series than of physostigmine to inhibit the enzyme acetyicholinesterase. However, a comparison of
the data in Table 1 with that in Table 2, shows that compounds RAg, RAg, RA,q, RA,, RAo, RA, and RA, are
all relatively more active in vitro compared to physostigmine than one would expect from /n vitro data. This

50  grester /n vitro potency is particularly marked when the drugs are administered orally. This relatively
greater in vitro activity may be due to: .

a) greater chemical stability

b} a slower metabolic degradation or/and excretion : g

c) a higher lipid solubility, enabling a greater proportion of the drug to gain access to the enzyme in the

55 central nervous system.

d) more efficient absorption from gastro-intestinal tract. : .

For the purposes of their therapeutic application it is of little importance if one needs to give the drug
{to human subjects) at a dose of 1—2 mg {physostigmine) or 2—50 mg that may be required of the
compounds of the RA series. What is important is the safety of the drugs and the presence and severity of

60  side effects that may occur at therapeutic doses. A commonly-used measure of drug safety is the
therapeutic index — or LDs/ED,,

Dose to kill 50% of animals

€5 Doses.to cause the desired therapeutic effect

10
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55 . An indicated total daily dosage is in-the range fromabout 0.5 to
about 25 ng of the conpound, co ni.e nistered in divided doses 2
to 4 times a day-in unit dosage hﬂ%%%b for exanple fromabout 0.1

to aboutmwmrﬁwmwmw L.%' mfmﬁﬂ‘ XIS

may be ceimhodirsénty &vd mmumw.n
utiliti ensdeTthghesapippraxisid eisitns, rathelt assago AR
on a nuribtMepring pndaope ds’optvmmmmﬁﬁon the@b#) Giteded s bb bimibysced Bidrein.
conpounds according to the invention may be administered in free base form
or as a {timsterche Contaicting StataspBEOHOEFR GB HddiLbiNursesal t . Such salts nay be
pr epar ed |q£onvent|onal manner and exhibit the sanme order of activity as
the free fornsomPeungiof thegenerolfaedula t o t hose skilled in the art that the
invefftion is not limted to the details of the foregoing 65 illustrative
enbodi rents and exanples and that the present invention may be enbodied in
‘ot her specific EP 0193926 Bl fornms gw t hout departing fromthe essenti al
attributes thereof and it is therefar d(}sﬁfed t he present enbodi nents and
exangl es be considered in all respe illustrative and not
‘restrictive, reference being nade to{the a nded clains, rather than to the
foregoi ng description and al chan i ch come with the neaning and rangk
of equival ency of the clainms are. fre, intended to be enbraced
therzin. Clainms for the Contracti s: BECHDEFR G IT UWN. SE 1.
A compound of the general fornula %}h wherein [err] is hydrogen, ’
| oner al kyl, cyclohexyl, allyl or ben , 4i s hydrogen, methyl, ethyl or
wpyl or 30 [err] and R2 togeth ‘“\n(th the nitrogen to which they

e attached forma norpholino or piperddi n85rad| cal, [err] is hydrogen or
| owes al kyl, [err] and [err] are the sa%g or dlfferent and each is a | ower
al kyl, and the di al kyl am noal kyl group is in the nmeta, ortho or para
positiowhegm)w ded that for compounds wherein [err] and [err] are both
met hyl and a\Wi'fgg%lovtehelkvhwblbyd:@mma}mmgr oup in the meta position,
whep, R2 is 'n'éth Ps%ma'epw PMI@M@gen [err] is neither hydrogen nor
net hyl , ﬁﬁ‘ RetF iR theniteagen e which thdyeare lattachied) Edrmhy eHoRHino 8P BipbAdine
corrpounds aneJrr,Aweq,rmﬁéerr] are both rret hyl and having t he

di al kyl am mq;ab Ghsbmh ar 03| ti on when [err] and R3 are
bot h_hy theagenhdst paka g .jn%r OSE:LJ:IL% a§wh 3 8'5’3 By @rouplis in the
t heP®of thefcbalkumnwwamharmeum% m&g ] ,58" &;?'8 'VH@E éf"ébé'""g
activit ng I:gwer E’eﬂg‘kﬁb;\ngusd By srb eBthyfi @, is ,,oth
claim1 mpthy a\@wmmlmammmmgmdamn&br& 8rafpb:
Hunt i ngZ{fypmb"é" §%Qm ré? aP\/E“’EhYb Iefmasphqmahglpm vmeupsgb%%ﬁmgﬁae use as a
condousi on X AREM 'r. "m f%&'%&?ed’cﬂﬂﬂ' iDthercestral pacrpunsystem. A
phar nacmrttinﬁadn £ ama&s |,g; PEdiratmentpf sewtﬁ demestia Algbeimec's disbasy,
in the aexis smd Dmrsle}bar&%st em cont PR RG> amanip.; arutecnofysion eanditions dFriefrich’s
oymul a | 3a60b¢rd13ngn‘bacahﬂ¢smoia Bipted 1 tabl e salt
:\hjé 1, eofSystgm tpn amattiod ag dnea(;en';tus m%@%mﬁw*ﬁ&iﬂlﬂt&a} actsvn? E{% Yzy%r
phar mac %eﬂgé%t able salt thereof. 5. corrpound accor &l ng e m
4 wher Ghgreh e '3 \| 9?(5‘81°k§?F""§!Pba?P°rdmtnddmtrmhahmcbmgiealwbsg satnd
[err] aresbRidm 3- [1 di et hyl am no) et hyl | phenyl
car banedne mhr@ﬁgﬁ)‘&go gt?ggﬂ 3%8@&%"@"%1‘%’ kyHareurys in the meta POSltlonandR.

50 6. N-propyl-3-[1-
theraof. propy [1 (dnmethylammo)ethyl]phenyl carbamate or a pharmacologically acceptab[e salt
7. N-ethyl, N-methyl|
salt thereof.

8. N,N-diethyl-3-[1
55 thereof.

9. N-cyclohexyl-s-n-(dnmethylammo)eﬂryllphenyl carbamate or a pharmacologlcally aoceptable salt

-3-[1-(dnmethytammo)ethyllphenyl carbamate or a pharmaeologlcally acceptable

-(dumethylammo)ethyl]phenyl carbamate or a pharmaoologlcally acceptable salt

thereof.
10. N-allyl-3-[1-
thereof. yl-3-[1-{dimethylaminolethyllphenyl carbamate or a pharmacologically aeceptable salt
60 11. N-butyl-3-[1-
thereof. tyl-3-(1-(dimethylaminolethyllphenyl carbamate or a pharmacologically acceptable salt

12.  N-methyl, N-propyl-3-[1-(d
accoptaly eyl N propyl-3- (cmethylammo)ethyl]phenyl carbamate or a pharmacofogvcaﬂy

13. N-methyl, N-ethyi

55 salt g -3-[1-{dnmethylamino)ethyllphanyl carbamate ora pharmacologically aeoeptable

N E 12



phar macol ogi tal Iy acceptabl e Sall therol. & o barrT[II]IIHIIIITIIIII I || ||||

N, N- di et hyl - 3- [ 1- ( di-net hyl ani noER 10/ 183826 Bdar bamat e
f ac etabl e salt 55 thereof .

phar magol oqi caI I
N-cycl

phar maGRidedh Dhefidedc
Nallylman{.lm l.nart 4o B bduRmRhEY
accépt abl e salt t her eof . 60 11.

NbutylﬁﬁuwwwﬁdWW&@Qrwg or a pharnacol ogical 'y
acceptable salt thereof. 12. N nethyl

N pr opyl - 3- A tofhgouret diyheaganea) whhyla]lphenyl carbamate or a pharmacol ogically
accept able salt thereof. 13. N-nethyl, s

‘N-et hyl -3-[1-(di met hyl am no) et hyl ] phenyl carbamate or a pharmacol ogi cal |y
acceptable 65 salt thereof. 12 EF00 193 926 Bl forms without departing
fromthe essential attributes thereof[] a it is therefore, desired that
the present enbodi nents and exanpl@sC considered in all respects as

i || ilstrative and not restritive, referen bei ng nmade to the appended
clains rather than to the foregoi nghdescri 5t|on and as changes which conel

wi th the neaning and range of eqy ancy of the.clains are therefore.

i ntended to be enbraced therein "Q& for the Contacting States: BE CH DE
FR@ IT UWNL SE 1. A conpound ® ek eneral formula I 10 ”
[err] wherein [err] is hydrogen, |owe é cycl ohexyl, allyl or benzyl,
R2.is hydrogen, nethyl, ethyl or -propyC=NQr %O [err] and [err]
together with the nitrogen to which thdy 2} attached form a norpholino or
pipgridino radical, [err] is hydrogen 6K Iovver alkyl, R and [err] are the
sane or different and each is a | ower. al and t he dial kyl am noal kyl
group iwhdreint he meta, ortho or para p05|t|on provided that for conpounds
wher ei n [ &; is hyarsheh Qbwbr sy8 PASKRFELIRY br @p‘g’,haw ng 35 the

di al kyl amRg &athyidydgen) etpyl] thyide prepyRopOSi t1 0N, when R2 is nethyl and [err]

i s Aydr og@n and & tdgeittmr Mhtthehutoydr aQ@hich Giiey '82é Bitdched fimVd) HOrPRAIIAS Gr Eﬁkﬁlmo
are metAye2l. [er%els not h rogen and for conpounds wherein [err]

[err] arehp V|n the dlalkylamnoalkyl roup in the ortho

-or par %35% %‘" J’g WJ‘? 'ar" %P H‘ ’Mtsﬂmwh
or 32 phid BRSlaRHe i’:fﬁ ,s, m E‘L eapww
agent myobgen B&rﬁé\ VICaHA WHER S, %ﬁ@ﬁ, %3 '3\3’
40  an@R,deboumethyl sAc By thedibiyisrh grotprn tH&S‘nHJerQl% @ia R
senile adﬁeubem hydrogdnz Re istaot metlwlseusnaphhlmbolé\gj ' atcebiubleC Sait Q&F Vﬁ:r use as a
di gki nd@&py °°H Haentelafpauc-mvehohaemresmmmnmcemmimmonssystam edrich's

at aX| aang. "g’ {onusein thatreptraant efsepisdenmentia.dldhsineat sidisease,
pr oducg;a@‘gt st é?[’ 'é'% di 'l"F'\‘}? t'ﬂXPPi‘f'"PHé- Banip. aguteneanfusion sonslitions, Friedrich’s

contai ning g aﬁ\,c;,;,é\(, i ] accor to ol a| m 1 or
contal mmiza ot gj‘:"’ﬁ%ﬁﬁ&%ﬁiﬁm i gL b

gerer alacdeptabiel salt theaeator di ng to cl aim 1 or a phar macgl ogi cally cce %‘f%"y
salt ther&d wfspowdcpcbntpoumdrahtmouldn agrotding-ioadlaimA okagihairiadoltRically acceptable salt

di al ky|tféﬁx;gqjoa| %ungzr’ou | st |dn tpehrret atth pé)sll tll on and [err]
ccording to claim 4 wherein the dialkyla: lkyt isi eta iti
and R, are both methyl. minoalky! group is in the meta position and R,

50 " 6.fN-propyl—3-[1-(dlmethylammo)ethyl]phenyl carbamate or a pharmacologically aweptable salt
ereo

7. N-ethyl, N-methyl-3-[1-{dimethylamino)ethyi]phenyl ca
salt thereof. \ yllphenyl carbamate or a pharmacologlcallv acceptable

. 8. N.N-diethyl-3-[1-{dimethylamino)ethyllpheny! carbamat
55 thereof. yiipheny mate or a pharmacologically acceptable salt

8. N-cyclohexyl-3-[1-(dimethylamino)ethyl)pheny! carbamate or .a pharmacologically acceptable salt

: nnd mmm

thereof. .
10. N-allyl-3-[1-{dimethylamino)ethyl)phenyl carbamat P
 thereof. pheny! e or a pharmacologically acceptable salt
60 11, N-butyl-3-{1-(dimethylamino)ethyllphenyl carbamate or h i nall _
thereof. 4 a pharmacologically acceptable salt

12. N-methyl, N-propyl-s-[‘l-(dlmathylammo)ath llphenyi carbamate
acceptable salt thereof, vipheny or @ pharmacologncally

) 13. N-methyi, N-ethyl-3-[1-{dimeth Iammo)eth henyl ¢ bam t .
65 saltiomeam y yllphenyl carl aeorapharmacologncally acceptabla .
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and [.err] are, both nethyl. 50 - 6.
N propyl 311 (et nyl ant no) et it ohpaag et e or a o RN URIABH I
acceptabl e salt thereof. 7. N elhyl¥ 1 # Cc Lomos o
N et hy - 3rd A phobisdiibbid m&mwm% 0 wﬁw
accept abdepoiatiof td@in of .am& N, N-di et hyl -3-] 1-(di rreth*yl am no) et hyl | pheny ¢
carbamate or a pharnacol ogically acceptable salt 55 thereof. 9

N-cyegl ohexyl - 3-[ 1- (di met hyl am no) et Qyl ] phenyl carbamate or a

phar macol ogi cal |y acceptable salt tfereof. 10. N-allyl-3-

[ 1- (di met hyl ami no) et hyl ] phenyl carbhmate or a pharmacol ogi cally acceptabl e
salt thereof. 60 11. N butyl - (di met hyl am no) et hyl ] phenyl

carbamate or a pharnmacol ogically }gbl e salt thereof. 12. N-nethyl,

N- pr'8py| -3-[1-(di met hyl am no)eth | carbamate or a pharnmacol ogi cal H/
acceptabl e salt thereof. 13. N-nethyl /]
Net hyl - 3-[ 1- (di met hyl am no) et hyl ] pher?y‘f“:ar bamate or a pharnacol ogically
|agcceptable 65 salt thereof. 12 14.3A pr'ocess for the [err]of a conpound
accagsding to claim, including the st&ﬂ;;of err] a compound of fornula II
"10 [err] wherein [err] and [err] are as defined in claim4. and recovering
the so wherainR3CR.OO1Y Biaths Qbfiried Indbim 4, ahdirebdva i | ! ;
phar mcwwéﬂworacmtablwamw@ﬂwwﬁ&? E%B%Wf?g%‘t‘ %ﬂggg} (fl’tg'f'e":J %A'I"

1. A,process, for the preparation of a conpound of the general formula | O
30 [err%e’%&ﬁw ‘AT i s hydrogen, lower alkyl, cyclohexyl, allyl

or benzyl, | ogen, nethyl, ethyl or propyl, or [err] and [err]
t.oget her V\}i°5ﬁptﬁe %?Ehfg’é" r'l"’t"S"ﬁ%f E‘ﬂ"‘f‘?ﬁ’é?°€1’t"éga‘ﬁ'ﬁé‘l’@ﬁ"ﬂ‘brm a nor phol i no or
prperidino radical, [err] is hydrogerbor | ower al kyl. 45 [err] and
[er?} are the sane or different and e“ach gs a lower .alkyl, and the

di al kyl am noal kyl group is in the 13l .Nz6riho or para position, provided
that for conpounds wherein [err] a tc?er\h are both methyl and having the
di al kyl am noal kyl group in the neta positidn, when R2 is nethyl and [err]

I's kydrogen, [err] is neither hy nor nmethyl, and when [err] and [err]
are nethyl, [err]\ is not hydrog d for conpounds wherein [err] and §
[err] are both nmethyl and having i pl. kyl am noal kyl group in the ortho

or para position when R, and [err] 3tmhydrogen R2 is not nmethyl, or a
phagsmacol ogically acceptable salt thereqﬁ/i‘hcl uding the step of am dating
a conmpound of forrmula Il OH [err] 65 Wn&@in [err] and Rs are as defined
above, and recovering the so obtai ned gr;pou-‘nd of formula in free

wherein
40 R, fs hydrogen, lower alkyl, cycichexyl, aliy! or benzyl,
R; is hydrogen, methyl, ethyl or propyl, or -
R, and R, together with the nitrogen to which they are attached form a morpholino or piperidino

. radical,
L/ R,_ is hydrogen or lower atky!,
45 R4 and R, are the same or different and each is a lower alkyl, and the dialkylaminoatkyl group is in the

meta, ortho or para position, provided that for compounds wherein R, and R, are both methyl i

the dialkylaminoalkyl group in the meta position, when R, is met:v;l andRF‘%, is hydrogen, R? ?: hn:s\t"h':agr

hydrogen nor methyl, and whe_p R; and R, are methyl, R, is not hydrogen, and for ccmpounds wherein Ry

:?::;;‘r:w bommgmeﬂ‘;yl.and _hav:t\gyt!he dialkylaminoalkyl group in the ortho or para position when R, and R,-
P  boti en R, is not m , or 8 pharmacologically acceptabl [} i

amidating a compound of formula Il gy Piale salt thersof, including the step of

OH

55

R, . II
! PRy
| R
65  Wherein Ry, Ry and R; are as defined above, and recovering the s o_!?@gined compound of formui,-a‘!_"_l:iﬁ free,

base form or in form of a pharmacologically acceptable salt. -




base formor i.n formof a pharnacol ogi cal |y acceptable saltl"ﬂl"ﬂ"&ﬁuﬂﬂﬂtu"“
928 Bl 2. A process according to c@rb%Mh prepar ati oniOFY .
of formula | wherein [err] is hydrogen, ‘i nc [ the step of reacting a
conpound of fDrATpiocess lscttiedlig 20 EIBE ¥ FBE MR- preperdtion i GEHinpdGhd’ bl ioituls 0 whe?bil 'R, is
1, i ncl udi heprogee. Btiegng therstapci! irsagiting » oamiEaind f firmia miakncs sdoyshindl 2

car banoyl hal bdeproehss secording toocisimst, dacheting the step of [resctinge compbundi of Jodnikds B iwih a
of reactj ng*raEH PAR8 fornmula II with a carbanmoyl chloride. 5. A

process acgordih® wrm%émmmmw%mmmmm B iwith @
di al kyl ami noad kYL -groub js i VT8 e RASabi O o ek L nd#}%r al e . al
both net hyeoy e.;Auﬁqu @;%Wf"{’%ﬂ'{' are Q}W[‘@F?‘i"“"
I s hydrogen, 6. Awempdbrdy f,;h&mhwﬁhla 'yl or benzyl, R2 is hydrogen,

met hyl , '@t hyl or propyl, or [err] and R2 together with the nitrogen to

whi ch they are attached forma norpholi@o or piperidino 30 radical, [err]

i--_'."§~'- hydr ogen or | ower alkyl, [err] and [Harr] Rare the sane or different and
each is a |lower alkyl, and the dial kymémimgallkyl group is in the neta,

ortho ofs para position, provided that for\sRnpounds wherein R and [err]

are both nethyl and having the dialk aninoa?kyl group in the neta I
position, when R2 is nethyl and [epT ¢ hydrogen, [err] is neither 35
hydrogen nor nethyl, and when [err @: [err] are methyl, [err] is not

hydr ogen, and for conpounds wherei WXl anR,[err] are both nethyl and having

t he diarkylaninoalkyl group in the ort oﬂﬁ ra position when [err] and
[err] are both hydrogen R2 is not net hylc.m‘(mg phar macol ogi cal |y accept abl e
salt thereof, whenever produced by a pro|:es\9~gaccordi ng to any one of clains
1To 5. 7. A pharnaceuti cal conposition‘adaptéd to produce

anti chotsi nesterase activity in the central? nervous 40 system conprising as
active agertteren conpound according to claim6. 8. A process for the

producti on oﬁv_&"pﬂ'&BMMhmlmmnmiﬂM(wmrdi ng to claim?7, conprising
the step of [t Ri"vMerogen methylethyhermropiliy to claim 6 with a physiol ogically
accept afl g,gah PTer? togetherpith tharnitrennn 1o oyhiati ewentattagad deres mdahdithb BF plpBridio

IT ULUNL Sk 4. ' er allgeeneinen Fornel | 0 50
hydroGeH &F a 9
| R O C - A dn S e Sltne dr diffefént a i lods RthV\a'SﬁSlrstOflf’ !
SRR eyl el o e ek
a'kyl group in the meta position, when R, is mothyl and R, i is nei
35 hydrogen nor methyl, and when R, and R, are met'hyl R,i p 4 or oo i J5 neither
8 r A t hydrogen, and for compounds wherej
and R, are both methyl and having the dial’kylaminoalkyl troupi on whon B e b
; roup in the ortho or para position when R, and R
are both hydrogen R, is not methyl, or a pharmacol icaﬁ boed by
1 b acceptable
a process_’ o haeeordmg to any one of claims 1 10 5. ogiealy Piable salt thereof, whenever produced >
- A pharmaceutical composition adapted to produce anticholinest ivity i
40 systgm;\ comprisi;\g as active agent a compound according to cla;m s.erase sctivity inthe central nervous
: - A process for the production of a pharmaceutical composition according to clai nprisi
step of mixing a compound according to claim 6 with a physiologically awepgable :;Tr;rco mpnsing the

s Patentanspriiche fiir die Vertragsstasten: BE CH DE FR GB IT LI LU NL SE

1. Verbindung der aligemeinen Formel |

s |

55

60
worin ) . i . L. . .
65 R, Wasserstoft, eine Niedrigaikyl-, Cyclohexyl-, Allyl- oder Berizylgruppe ist,
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EP 0 193 926 .B 1 ‘Rs WASsertoff. .ne M o01-. Ethy- oder Pr i '

odor RI und Rs zusamren nmh dm Sbh an des we gebgmgn"ﬂﬁ“‘n"””“l
oanon Morpin. odor Piperidi nr eEPp0 183 928 Bdssetof f ode *
Ni oedr i galrf WagseritbI eindimett /-, E,,,YB Ie‘c'h si nd odor veuchboden und

.Wei IS Si Mg uhlt Y rhidknretOMR o) % Ik% 'ﬁ Ep te-.
Onho- ORiperidinzesnbildehing i st nmit dem Vor behak dag "%ér QW

und Rs belﬂdtﬂmo 1l bdpr winp Niedsigaitlyigriogpelise Di al kyl am noal kyl gruppe in
I\/Easel t““"dﬁnrﬂ'w@nmnﬁe oder neerichistien Wind Dje@eiiss binel NNledRgallgARDE Ldd Undl die R
weder 'éMm«r AdegParameliung ist. pitilemcvumbdRaN 1l KiVerbindungen,
Met hyl g,w,gppgm " g SH)f"'l %!'WWMlanpnmlmR
und R un@ weld 2SITH0

f gaskeirgMathpigruppe ist

O t ho- mﬂemﬁm@ﬁﬁ},kmgnaa e rAELL ; "o. by Lo Ryjurd R R
kei ne Moy bejdel Waesertit! SiHGR, Kbine IMbIgPa ot BAS .d.f,‘,%hﬁé. sal"
-Ver wendiavep air Yerweadvny dsi pharelagdnibétot #i Yeg! Osh olinest m
Aot i chd7'I°P '\eqna\evte@x Akl jvftt im Zentral nervensystem 2. Verbi oa'ung nac'h
Anspg qu; el ) zyi erBendung firrdie Bahandian voasehibiOBhen N ABRAINGE
15 Krg n tingd 't‘uZm h Dygkinegie, Byperijnstie Msnie, akisep dokfusioniztstaddun) €.
akut en Kog ﬁ'ﬂ edre| ch At aX| e und Down S}/ndrom 3.
inesterase-Aktivithit  im

Phar nazemtaur&aha Anticho
Anti ¢ hohamems;y;andﬂfﬁb&é}. Salzl d%b nﬁf’&ﬂ%ﬂ\g,md@:i seer 2 'opraf derprugnt ﬁ%ﬁ't‘éhd

ei n& Ver b#- rYdthrgitJdealldiarenﬁh Fornengumairahi & gg@q,
anneh 5 al z davon al s _alctiven | nhgl t sst of fdg h§HLk9B§ Rg.lﬁ n ung

ﬁEL " ch mhﬁnypmwh Diblkybietinoaikyigabpe sichialnetaCstbiimb befindet und
areN ‘:L {“Wé’rtﬂ"me nach Anspruch 4, worin die
D| aisky bavshnoal U pahyprpinolethyliphenyicarbpmat eden i phdanazawtisch annehmbaes (ilz
Rest e R4 unoN-Bh Metmw FhylR .
N- Pr opghneBmpdres éaltmivhgl ani ﬁg?'et hy : | ﬁés}?g/‘?'lp PYARERR ™8l e P98 n ©i9haPhATPRTeulisshh
an neh ”bar%y @BQ‘V'%'1‘(am'°"i"°)°‘h§|ﬂ'bl)qloarbamat oder ein phatmazeutlsch annehmbares Salz
ern

gt h (gvon. ”L% d| met h | ami no) et hyl | phenyi car bamat ~oder
har mag %{Eﬁ yeloheoryds QFE@“M'Z‘O)GWMenﬁcarbamat oder ein pharmazeutisch annehmbares
N N-Di e

| ph | b t od
oy D ! Nt e SRR e i i st mahmboren Sos
N- Cycl ohomtyN-83nyi- é—ﬁﬂhﬁ@ﬁ%.ﬁ&bﬂ@gﬁ# E%lka g aqygdgraglg% t oder ein

phatsnedavae.i sch annehnbares Sal z harmazeutisch. annehmbares Salz
QnﬁLL%%g?m"WW Y beopi) ek FAIDRRb IS SheP WHET SRR
2!;] rBl;L Vi ar‘ hyﬁé{w{ ﬁ&‘émﬁhﬂ'mewwh&mmbaﬁder o8 BRAr pRaERMelREH
N- pr opytbr g.,,ame, , ’ ”"’ "'P“" ,?j'k?f N?’br"ﬂﬁ%yf'e%ﬁ Paspach deleinscblisReph demSziwitt, idsk h
annehnbar es Salz davon

et hyl - 3-11- (dlnethylan1no)ethyll enylcarbanat oder ein pharmazeutisch
annehnbares Sal z davon. &) "4.4 Verfahren zur Herstellung einer
VerBi ndung geni B Anspruch 4, ein | i eBend den Schritt, daB man ei ne
Ver bi ndung der Fornel 1 OH I: W/ P, 4
11 IR5 CH3 55 worin R, Rg und I n Anspruch 4 definiort sind,
amdiert und die so erhaltene Ve /Ager For el
5 I1
l
5
CH3

55 worin R,, R, und R, wie in Anspruch 4 defini
iert sind, amidiert und di
in freier Basenform oder in Form eines pharmazeutlsch annehmba‘?es:se;?z?;eg:v\v’l:xndung flr Formel

&5
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in freier Basenform oder in Form eines pharmazouti sch annehnbaren Sail zes

Vot ahren aur Fer htugo sinor Vot bERI9A38 BYm For | A\II\lMﬂ\llllﬂl\j\\\!l\ -
Orcl onext PPy SEam et iAY, [, "R Vhsser stof 1 eine Motnyl .

Et hyl - odor:. NeRsh/Ois ReRehisig @6V -.&nggﬁi?..%uﬁmﬁ&.ﬂ' dem
Stickastoffatom an das su@ggebun(;?r'l st hd. el nen rpho 'itn- odor

Pi perf di nrest bilden, 25 R3 Wassgrstoff oder dine Niedrigal kyl gruppe
ist, R4 und Rs gleich sind odor versdgpi edgn und jeweils dine

Nodri ogal kyl gruppe sind und die Di g} ,L"aﬁl Roal kyl gruppe in Meta-, Otho-
odor Parastellung is mt dom Vorbehglt d%ua f O Verbi ndungen, worin RN und
Rs bebde Met hyl grupper. sind und di b Di al k¥l ami noal kyl gruppe In

Met astel l ung 1st, dann wenn R2 ei g€ Mt hyl gruppe ist und R3 Wasserstoff 1
i'st, R weder Wassenstoff noch di thyI grup"e ist 30 und wenn R2 und R
et hyl gruppen sind, Rl nicht Was3ghs{ df fi st und fO Verbi ndungen, worin R
und Rs beide Methyl gruppen sind und™od e/|§ akél am noal kyi gruppe in Otho-
odor Parastellung ist%dann wenn Rl uny Jﬂ/b i de Wasserstoff sind, R keine
Met hyl gruppe ist, odor en pharmaol ogi sc a\pehnbares SaZ davon. das den
Schritt einschlieft, daB nan ei ne Ver bi ung5der Formdl 11 35 OH 40

[1 45 3 CH3 worin R, R4 und Rs wie
oben?qefwarinert sind, amdiert und die so erhaltene Verbindung der Fornel |
in freier BaYasfentoff, eide Nigdriglyl-TC¥diohesyl) ARyINGdee Bbrzgigfuppe Rghnbar en Sakes

ew nnt. 5g=wam’329ﬁnvbpmrﬁthﬂ§mﬂmbdppiidﬂmdi e Herstellung einer

er bi ndyg .?#‘Pd mmen Rt dem Slickpafiatorn; arf fas sie geblaslenl simdSeihen Morpholin- oder

Wa E\
aR] 9

ei nsghl i ' ' l.ne Verbindung der Formel Il mt finemlsocyanat
umset zt 3. RVRin ib%i?ga °5§3§Bﬁm 'i'zf‘.’n"du den.Schritt ejnschlileBt, daB man
ei ne Verﬂiﬂlmkﬂ&)smﬂgnﬁﬁﬁliﬁ& | ORthé- ok " mrd""éf%"" die
Ver f ahr evorinci undI (HeldeMethyigHibper SindSGai! b 01 i tind il
Ver bi nquPg"(BerFMeﬂMgnhpparistMnﬁﬂ, Wasseastofist, Raweger HB&hEdind Methylgrupye ist

Ver f%hr &R Rawing i Methylgrsppen sinds B oiichs Wpseeiraieff istAmrd 10 Vusbigidunyen, workl RS und R,
Di al kyl %E&g?&i%r eqéﬂf‘\g i Dialkylamingafiqyigruppe in mmmm‘ﬁmﬁmnf Fi::umd
n

; o yigruppe ist, oder ei rmakologi
R Meth nt Ha hlie I?% myg\‘:ing Vgrbit:dung :'e:'gopn:aol n ogisch annehmbares Salz
35 ' R )
OH .
“ Ry 1§
/> Ry
v e
| “Rg

45 ) CH3

worin R i iert si " . . . .

o S sl o s Vot Forme ot o ol U
einetz &aﬁm';:fﬂzggm den Schritt einschlie . e'n? ) jn oo omelimt

55  einem Carbamoyichlorid umsetzt.' ' t, da8 man eine Verbmc_lung der FonneI: Il mit
o S e et i P ot e o, ot i Diekyaincugse s i
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EP 0 193 926 Bl.e rbi ndung der aag.e Nuw Fotvnl | 0O O- C \R
yl -

\
worin R V\asserstoff sine N edri ohexyl - firG

Benzyl gruppe i st. ' R2 V\assg ?w%e%t hyI hyl - ,’m ,"I”m””"’
Propy! gruppe n mt dem Sti ckstoffatom | n das "Sié o+
gebunden si n% ﬁte?'g%n ,{}Eﬂr pﬁgl I n- oger Pi peridinrest bilden, R3 Wasserstoff
oder eine N edrigal kylgruppe ist, R u R5 gleich sind oder ver schi eden
und jeweils eine N edrigal kyl gruppe si @ die 25 Dial kyl am noal kyl gruppe
in Metd-, Otho- oder Parastellung is / dem Vor behalt, daB fOr

Ver bi ndungen, worin R und R5 beide t y ‘g.r ppen sind und die

Di al kyl am noal kyl gruppe in Metastel |l upg ist, Zdann wenn R2 sine Methyl gruppe
ist und R3 Wasserstoff ist, R wede gserstoff noch sine Met hyl gruppe i st
und weren R2 und RJ Met hyl gruppen si ni cht Wasserstoff ist und fOr I
Ver bi ndungen, worin R und R bei de ruppen sind und die

Di al kyl am noal kyl gruppe in Ot ho- tgllung ist, da-n wenn R 30
urtd Rl bei de Wasserstoff sind, R2 keine | §ruppe ist, oder ein

phar makol ogi sch annehmbar es Sal z, wenn nach™pnem Ver fahren gemAi ei nem der
Anspruche 1 bis 5 hergestellt. 7. Phar mazgpt i SBhe Zusammenset zung geei gnet
Anticholinesterase-Aktivitit im Zentral nef\3ensystem zu entw ckeln, die als
aktives Mwdrigl ei ne Verbi ndung gemai Anspruch 6 enthalt. | 8. Verfahren
zur Her st el | BiyassereH, BRENITBAGUINYI-SER RS A8 Fa AT ch Anspruch 7, das
den 3%9Schr i Bi Wassbatatf, e-daaeswnestmrduenplﬁgg?.gs% &uspgmg%' mt einem

phyS| ol ogl sch unthBhaisamenen Teitden Stiekstaffabim Win' dbs J@ymﬂb&ﬁ&:h@%&%&mk&ﬂ oder

conf) i’ 'sb"dmz CHDE FRGB IT U LU NL SE 40 1. Un conpos6 de
or mul e ﬁ qger, yejne Niedrigalkylgruppe ist, OCN\ 2
gleuch smd oder verschl n\ un |ls vqe WNiegl kylgruppe sind und die

2y ol Esa*z!a:"::aza'ﬁ*'*""*’sm:frm s &tggggq o P’P@e*’"“ i o
al I yl e ouwesmByséing Mmyr{;tw st@n .

bien 60 undwhlin RytunBR mthmiﬂ:wpem s.em,a oAV naimaﬁ, f.ﬁm%a% e gﬁﬁﬂt
fix6s, un b?'ﬂ%iMe@rllg , ind vrel deqalkylein'ibnmgruBBa ialmgf oder b,,-hydy,gg'gg ‘é':-qr‘henn
al kyl €% nped R e ide ‘P(asse'tstmwsiom keprvémt umopom. ditériein phatraakologREIgEnneh@Bires Salz.

chacun al K‘W @”B& b °&m1|lmh5|ail elit. est en position
né6t ai ortlape,gu, _ ,e ﬁ: “r'\sbq!ldhsvmom

R, 65 - signs. e
mim ch A h
ol al kyparsev ot o ﬂ%v&rb%wf@éeh neaﬂucﬁ oA Asn‘iﬂgim. Joch oo 7. dae on

gemischt wird.

Revendications pour les Etats contractants: BE CH DE FR GB IT U LU NL SE

40 1. Un composé de la formule générale }
0
-/ I /R]
45 0 'C -N \
R2
I
50
| /R3/R4
C-N\
| “Rg
dans laquelle
R, signifie I'hydrngéne, alkyle inférisur, cyclohexyle, allyle ou benzyle
o R, signifie I'hydrogéne, méthyle, éthyle ou propyle, ou bien e
R, et R, forment ensemble avec I'atome d'azote auquel il sont fixés, un radical morpholmo ou

pipéridino,
:: sigglﬁe I’'hydrogéne ou alkyle inférieur,
et R; sont ldenhques ou différents et signifient chacun alkyle inférieur et le
groupe dialkylamino-
o - :'lkzl': est en position méta, ortho ou para, & condition que pour les composés dans I&uelm. etRy -
| gnifient tous les deux méthyle et ayant le groupe dxalkylammoalkyle en posmon méta, R, ne signifie pas :
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| rhdr.og&n ou nbthyle lorm Rs signltie nhyh et Rs rlwyog
pa rydrogbe lorscue R, et R Sln%? é@ﬂ% et pour . Illlmmumummm
Rft. at B. mgntin ules deux h nt groups dal | Kyl fri nbal’ky *on™®
POSt ON 1Ak ERgEMe SPRENAY 1sue R, NGniNe etk ma ShilRbritid’ fls, Frigidgdns
deux r hgR4GEREe Ry Signlied mEtiHE tet < % Wﬂ%%uﬁndﬂﬂur
| " util mammmwammmgmuwhwmwwwwuﬁmw
dens | eﬂ.ssyswwﬁmrmum deuxlhiydrogéte, oljun sel pharpacaiopiquenhent pcoeptable da £ comiioss,
pours |’ Rﬂ“l’ I P%'L’ﬂ'?m“d@ns on@ttnhsmmn (Peoduisaticunec ctivith pnticholinestérasiqire daas 9c

e oBb
ool qﬁig.m B % %%%%ﬁg

adapb 6e PAUUNdEMPYSs i‘iuSn H &.aa StiktECant ,sg@.
nerveumyenﬁbrﬂdrvmﬁoah&ﬂa%memm sﬁam.e. abivie) On cdfpoSsTIae SIBrmikile 1t Ogeltnl B |
soon | areveewizationciou omsel pbarmatewsiqlentdnd sctamteblé de e tamposdccept abl e de ce
‘QDerOSG 4. waomnmladermw ténérale hselBnid revesdication| hou ba sclem!ndmlm'qombmou

un sel Bnt acce tabl e de cea conpose. i5 Un conpos6

‘sel éh I 4y @%é; ' "°‘égJ g}n 'él l?éT" 'P@"b'PGER&’Q’&I‘MEW%WHG?‘I%)PPQ“M‘@n
t

pom £ U e ol T By dpeBawanen

phar necol agi quennathyacqaa{émleerbdmaﬁe wwmm.m&hnbﬁud&&&mmwe ou un sel
N- mé¢ hyhesmiralvgiopemienthcdeptabdi detce lepinposséno) 6t hyl i phényl e ou un sel 20

phar macol l-q UMthvmrbupata biee‘i-k‘!édlméﬁwbnpmmlbhém o\unl is@t ghptraacologigaérnend e

( di3veR ﬁ Hg‘? yle ou un sel pharmacol ogi quenent accept abl e
EE/ Lo g% °§1 c-;?:::eoceéyl t?) H%}-ﬂ {dimpéthylaminoléthyllphényle ou un sel pharmacologiquement
3- bl
3 e (A RIOVA SORRBARLY bSOy ABRIRACL A’ G AhacBRERBAADL

3- (1- { di nBa.hyé mmﬂwm.yd:& mbemmlwsn@uwummm 8l Q@i S8Y PRBRhacBloERBEMeH: €
de ce corgptabl deldh. colmpodé. but yl car banat e de 3-| i rnt hyl am no) 6t hyl'j. ph6ny| e

ou un sel 1Erhak°rrab'dh®gvlqu8mm'°a@9@pt0ab¢e w-bundlmnms&éth&ﬂphéhﬁe Nuntary kel

N-p?‘bp;ﬂ accpptable dg i no 6thyI| h6ny|e ou un sel 3o
phar macg| Acg ﬁ" ¥

at E "b“é“"é%? édlmfgw aminoléthy}loh W’"" ou un sel
N- et hyl
phgr ngqgﬁgggmmﬂmea& pta e e c corrpos %%Wp’r oC ga'ﬁ'r'ug jan d¥Pon

d' ups conpos6 selon la revendi cation 4, conprenant | an1dat|on d' un conpose
de fornmula It 35 OH 40 | c CH3 dans
|l aquel le R2, R4 et Rs sont tels queOEGflnls a larevendication 4. et la

recuperation du conpos6 de formula | ainsi obtenu sous fornme de base libre

ou gous forma d'un sol pharnecol ment acceptable. 50 55 60 65 18
Ry ' 11
W ' C/ /R4
45 ' RS .
_ CH3

dans laquelle R,, R, et Ry sont tels que définis 3 la revendication 4, et la récupératlon du composé de
formule | ainsi obtenu sous forme de base libre ou sous forme d’un sel pharmaeologlquement acceptable

55

60

65
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- 0 193 926 Bl Revendications pour It contrctant: AT 1. Un p”mmlm”m"”m””'
; it | 'un conpos6 dolaforn#?e ral 0 OCN | I’
-E?L?ELEE~E~EE~:~~WE jR5 CH3 20 da lég?%?Rb‘SRizgn!fL?f il'eh?lllfl[]g“g?g-ggﬁe s %
| NT CiidvBiticatibNE ol Sntralthatl RYOU benzyl e, sig . ,
glyleel, 6t hy' ; iagg pr0p§|§£ ou bi'}ein_hli. et R2 forment ensenbl e aveg_l at %3rre
@ azot e auquell. Uh priasdé dei prégaration diunttompbss '@y 18 ierhiulogénéralki i p6ri di no,
Egnifie |' hydrogbne ou. al kyl e inf6ri our, R4 et R& sont identi q_uelskolu _
@fferemts at signifient chacun atkyle ignf eriour et le groups di aI yl am no-
B kyl e est en position nbta, ortho ou p%’a, g]condltlon quo pour |ea t
& pos6s dans |l esquel s R et Re signifg rN(ous | es deux nbthyle et ayan
3 or oups di al kyl ani noal kyl e en posi tipn r’rﬁt\R, Rl nu signi f e pasbSO -
iy dr oghhne ou nbthyl e | orsque R2 sign fie nﬁ?_hyl e St R3 | hydrpg ne, e .
fsigni ffe pas |' hydrogbne | orsque ®, R3 signifient nethyle; elt po;Jr
3P conpos6s dans |lesquels R4 et R fient tous les deux m-thyle e
Xant |s groupe di al kyl ami noal kyl e 8g pPp8i Ri,on ortho ou para, R2 no
i fi ¢, pas nbthyle lorsque R et R3 |n}f3| né tous |es deux .
3 hydrognre, ou un sel pharmacol ogi queneygt.ndccépt abl e de co conposeé.
¥ prenant | anmidation d' un conpos6 de forlrrul Rél 35 ON 40 4_5 _ I
R CH3 dansl aquelle R R4 et R nont digls quo definis plus haut,bet a
cuperation du conpo*e de formule | ainsi sb obtenu sous form de aig
bre o#& sous fornme d un sel pharmnacol ogi quorrenlt acceptable. 2. Un proc
lon | a redansdeaveMe on 1, pour |a preparatlon d' un conpos6 de fornule | ?ﬁi
B signlfie |'hpignt Lhedroglonaikyiecinféridu, ayBabiiyinaijiesu appgs6 de formul e
e’ un i socy %Rg@;'fé.hy‘(ﬁ’ﬂ“gﬁ bade. |68y ou premdevdudiignon 1, conpronant |a
Wactiops d' ) é,g:ﬁjg,)dsgmﬁfé'tf fermpleoaves Fatome ﬁH‘%I’B‘yﬁ’hElr@ﬂgﬁx??gtgaamlnm:;mgr&ou
Un procéd Fﬁ%gamelrﬁycﬁiaéﬁsldb_ﬁ tb Hlarpur, COTPr €NANL T€ T Ser o © D comp
} fornul a 11 ReER, sbit identijubs 6u Gifférerts Iéiaxihsnt cﬁgc H&%ﬁfe%&gueur hp r jalkylamino-
vendi cat | alkvielest 9o position mistap o 6@ Pars, A GondMENad | Ses| M6 ,dé,éﬁim Re ot R
@ al kyl am riefienbisuples deuxanétinie et agsnt R gratipd-tialingdthinb&ikile éndpbsiti ¥ e ﬂ&h')hu signifie pas
bt hyl 07 60 dtggéne qp méthyle dorsavedR. ¢ianifin niéhyle el R, Ithydrogéris, bt ) rie signifidl peiI’hydrogéne
lorsque R, et R, signifient méthyle, et pour les composés dans lesquels R, et R, signifient tous les deux

méthyie et ayant le groupe dialkylaminoalkyie en position ortho ou para, R; ne signifie pas méthyle lorsque

R, et R, signifient tous les deux I’hydrogéne, ou un sel pharmacologiquement acceptable de ce composé,
comprenant I’'amidation d’'un composé de formule |

35

OH

40

I
/3 R
' 4
C-NJ
45 l Rs
CH,

dans laquelle R,, R, et R, sont tels que définis plus haut, et la récupération du composé de formule | ainsi
50  obtenu sous forme de base libre ou sous forme d’un sel pharmacologiquement acceptable.

2. Un procédé selon la revendication 1, pour la préparstion d’un composé de formule | ou R, signifie
I'hydrogéne, comprenant Is réaction d’un composé de formule il avec un isocyanate.

3. Un procédé selon ls revendication 1, comprenant la réaction d’'un composé de formule I avec un-
halogénure de carbamoyle.

.7 4. Un procédé selon la revendication 1, comprenant la réaction d'un composé de formule Il avec un
chlorure de carbamoyle. '

5. Un procédé seion Ia revendication 1, pour s préparstion d'un composé dans lequel le groupe
disikylamino est en position méta et R, et Ry signifient tous les deux méthyle.
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-«

15 X 1 uR CH3 da mu :
R signifi el hydrogbne al kyl e ' r yalgohexyl e, mjf ﬁ&ﬁ’

R2 signifie |'hydrogbne, n6thyle, Gﬁﬁﬁg ’o%cpregpyl e, ou b| en ’”"’
forment engambPlingdif Ge la BB gh-2at0t € auquel il sont fix6s, un radi "cal’ :
nor phol i no ou piperidino, R3 signifie I'hydroggne cu alkyle inferieur, 25
R4 et Rs sont identiques ou di ff6ren et signifient chacun al kyl e |nf 6er ur
et | e, groups dial kyl am no- al kyl e est“ en Qoleon nbta, ortho ou para, a
condition que pour |es conpos6s da Ipsoqubl S R4 et RF signifient tous |es
deux nethyle et ayant |e group. di noal kyI 0 on position nets, R

nosi gnifio pas |'hydrogene ou néthyle lorsgue R2 signifie nbthyle et R

| " hydrogbne, et RI no tignifie p hydrogene | orsque R2 et Rl signifieng
met hyfe, et pour |es conposes do gquels R4 ot R& signifient tQuS bs
deux 30 nethyle et ayant le gro akkyl am noal kyl e en position ortho ou
-para, R no signifie pas nb6thylh i quel et R3 signifient tous | es deux
"m hydrogbne, ou un sel pharmacouti queMgng~ackept abl e de co conpos6,

|OI‘SQkI il est pr6pare par un procé6dd s I ™ ¢ une quel conque des
revendications 1 1 5. 7. Une conpositi p pha§ maceut i que adapt ee pour
produire une oclivit6é antl cholinest6rasi’que dans | e systene nerveux

central, conprenant conne substance active, un conpose selon |la

revendl cders fuglie 3 Un 006d6 de repar atlon d' une conposition

phar ficeut |Pb|t§'@“ Il BYF“P évg %V ylb’@ aPge.n6l ange d' un conpos6
ZE' gg ggpr éﬂl%" e éﬁﬁ‘t A ..0.% ARSHD SR s SRIBRIRo b0
{
R, slgmﬁe ’hydrogéne cu alkyle inférieur,
R, et Rq sont identiques ou différents et signifient chacun alkyle inférisur et le groupe dialkylamino-
alkyle est en position méta, ortho ou para, 3 condition que pour les composés dans lesquels R, et R,
signifient tous les deux méthyle et ayant le groupe dialkylaminoalkyle en position méta, R, ne.signifie pas
I'hydrogéne ou méthyle lorsque R, signifie méthyle et R, I'hydrogéne, et R, ne tignifie pas hydrogérie
lorsque R; et R, signifient méthyle, et pour les composés dans lesquels R, et R, signifient tous les deux
30  méthyle et ayant le groupe dialkylaminoalkyle en position ortho ou para, R, ne signifie pas méthyle lorsque
R, et R, signifient tous les deux I’hydrogéne, ou un sel pharmaceutiquement acceptable de ce composé,
lorsqu’il est préparé par un procédé selon I'une quelconque des revendications 1 3 5.
7. Une composition pharmaceutique adaptée pour produire une activité anticholinestérasique dans le
systéme nerveux central, comprenant, comme substance active, un composé selon Ja revendication 6.

35 8. Un procédé de préparation d’'une composition pharmaceutique selon la revendication 7,
comprenant le mélange d'un composé selon la revendication 6 avec un véhicule physiologiquement
acceptable. . :

40
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