1, 032, 880 5 for the
preparatlon of conpounds of formula Ilb is simlar to that described for
the __ preferred etherificati-gn—process—hereinbefore, nanely by
reacting the sodiumsalt of t he conpound of fornula Vwith a

hal o-am de of formula I X in chloro-benzene under reflux. Al so, when
the hal o-am de of formula I Xis a chloro-amde, a trace of sodium5

i odide is preferably added re Lon . xtur
5 Theg corrpgﬁ’nﬁﬁé&sﬂ né%ﬁ&%immx in which R6
represepns a | oyed Nxblquywm@yp can al so be prep %2.;880 ng a
conpoungyjof #8 wth hal of or mat e ormul a
[err] 10/ R[erDF‘f °F V‘é‘é‘@rﬁ"éf '&’g Icﬁﬂ}ﬁ‘i‘e el g’r‘“@'usp %Ad X has
the si gafifCh piChRr | Ner!8717i8p The preferred procedure for
reacti ngmt Negs 3 | f orPalIFozon mage Willpited Sttenal IQVF"‘H £Yop385,838) on May 7t Bbfrat e of
formil agd Qg Jsjol v APRdcoeionemideinylieaSioteter frisd (e P18 6) o1 A i 4946
under rERl U N t he Ceniirtepesifiratieniublistet oluppe b o/ 966- The

< A1 ¢ hebrndoprightéh be prepared by reacting a com 15
pound of formula V with a hal oatkyt+—paratol uenesul phonate of the forrrul a

15 Index at acceptance :—C2 C(1E13K3 1F1C4, 1F‘1D2 ] ] 1HIC2 2B3A2 2B3
Rlerr], Rerr] and X h ; of
the com pound 44 ’Wg s %3%, f ornul a

Xl is pgef out accordr ng to the preferred procedure
descri béﬁ ﬁ% #ﬁ%ﬁ?@&é in connection with 20 the etherification of a

Conpound of formula V. COMPLETE SPECIFICATION 20
The cohpounds of f oNG¥eEBEhZamideDesivativeisandd prétessthreheh represent a
hydr ogen atom can al senfgufiictingé ¢Hekvbfr eacti ng a conmpound of

formula V wth anWetI-mﬁo% ANN-LA RQCHE &dfbcr' M’I‘ (G @%{3(:&?’1‘,%@“45%& al}'br om de,
di chloride or g jaQitfe Grehmhenelsbatl BRI, b3idedidh Slodkely dedlare the inv ed out by
addi ng t he di hik iwtieh e peay St tatparam rﬁlfy He lpean Jad)txcasssawnhsaiemodﬁy wiieh morrpound 25

of formula V iisterbe brafiarstedyin de partiefarly described in and by the following statement: —

25 5 . S%’I;KQW %@ eprest Wi 1985 Peyrmife fAizpEes 3Pd £ BF%ul a PV
her ei nbefore c&r ﬂghiféix e ‘grr%ds Bvile Rt inPhvidien SRTbASRARDING aci d
with a 5-fol d e)xrgexszsl fofmutahi onyI chloride in benzene under refI ux.

Renoval of - the excess thionyk chloride by distillation |eaves, as

the residue, the desired;chliorides of fornula IV of sufficient purity to be
used directly. 30 Th ém&fl‘a;hk@)ey th&gLﬁHu&f@d benzoi c acids are either
obt ai ned by oxidation of theg3€orres= 7307 \| : pondi ng

di al koxy-substituted benzal dehydes or by et herjtf i on of the appropriate
di hydr oxy- benzoi ¢ aci ds. The hal i des of formula VI

her ei nbef ore can be produced by reacting thionyR chloride with the
appropri ate (N-benzyl - N-al kyI am no) aKIkanoI The latter are 35

obt ai ”.Ed reaﬁt " ‘g;% aRb qu/ eag}-r e resent a ower—alkypgr%t?p andkc};lle ?( %)rgcll %e or 10

reductively CO presettts a hydrogen atom and the other represents a hydrogen atom or a lower-
alkyl group, and acid addition salts thereof. They are useful as antiemetics; for
example, for the suppression of nausea associated with gastrointestinal disturbances,
motion sickness or pregnancy or induced by the administration of other therapeutic

15 agents. They can be used as medicaments in the form of pharmaceutical preparations 15
which contain them in admixture with a compatible pharmaceutical carrier. This may
be an organic or inorganic, solid or liquid carrier suitable for enteral (e.g. oral) or
parenteral administration. For making up the preparations there may be employed
compatible substances such as water, gelatin, lactose, starches, magnesium stearate,

20 talc, vegetable oils, gums, polyalkylene glycols, petroleum jelly or any other inert 20
carrier useful for the preparation of medicaments. The pharmaceuntical preparations
may be in solid form (for example, as tablets, dragées, suppositories or capsules) or in
liquid form (for example, as solutions, emulsions or suspensions). If desired, they may
be sterilized and/or contain auxiliary substances such as preserving agents, stabilizing

25 agents, wetting or emulsrfymg agents, salts for varying the osmotic pressure or buffers. 25

They may also contain still other therapeutically useful substances.

The most interesting derivatives provided by the invention are the compounds
N - [4 - (2 - methylamino - ethoxy) - benzyl] - 3,4 - diethoxy - benzamide, N-
{4 - (2 - methylamino ~ 1 - methyl - ethoxy) - benzyl] - 3,4 - diethoxy - benzamide

30 and N - [4 - (2 - methylamino - 2 - methyl - ethoxy) - benzyl] - 3,4 - diethoxy- 30
benzamide and their acid addition salts (especially the hydrochlorides). The latter two

[Price 4s. 6d.]



densi ng benzal dehyde with an al kyl am no-al kanol or alkylating a

benzyl am no- al kanol . The hal o-am des of formula I X
her ei nbefore can be produced by reacting an acyl .. halide with an
N- ( 2- hal o-al kyl ) al kyl am ne hydrochl oride. The latter is obtained from 40
t he correspondi ng al kyl am no-al kanol and thionyl chloride. Alternatively,

the appro- priate al kyl am no-al kanol is reacted with formam de
to give th&l(l\l-fornyl - N- net hyl - am no) - al kanol whi ch upon reaction
with thion chloride rlL\LPQ an anm dplO(?ﬁSSPmmda IXJn which R[err]
represents a hyioages BndtheifNacid addition salts may cdiveniea@yTpOuad & thé fdkmrofmal @ | 1a are
novel and it wiitrepe appreci ated that they al so 45 f orm part of ‘the
ccordmg to the process provided by the invention, the novel derivatives afore- 45

_F?_Lgsfesf | Igcmvﬁgttg are nufactu]rﬁd bgtrepla[cmg to?'lgm‘lleﬁt{;l tl%e substltuent Z of a compound of

EXAMPLE 1. A) The RE epar ation of the startl ng material:

100 m of chl oro-benzene arg¢ added to 46.2 g (0.2 nol) of

1-chl oro- 2- (N- benzyl - 50 Z‘CH I/hy'l'xam no) &t hane hydrochl ori de di ssol ved
in 50 mM of water. 75 m of 56 pe?\='?0'°H2 woncent sodi um hydroxi de are
added to the vigorously stifred mixture whilelthHe tem 6

1, 032, 880 perature is maintai ned at *’6?@11]4 C. The upper | ayer of
chl oro- benzene extract is quickly decap#®ed fromthe residual highly
al kal i ne vi scous aqueous phase. The ldarter is re- extracted with
two 100 m porvhesisRHR'CRt edoRhkave eheesignifitpacecditen reglidyeand dnepesetts act s

are conbi ned ZROBCP AR A1 3/PrefFred iy &reuRef tiFdeTBHE pot assi um car bonat e,

filtered, and 5 stored atd[err] C until ready for use.

48 ml of a 25 per cent solatdon (IBy wei ght) of Rstn@h um net hoxi de i n net hanol
(equivalent to 0.21 nol Oi_szd‘f”hm met héXi de) BT’ added, all at once, to a

5

stirred sus- pension of 24.4 g (0.2 nol p of 4- hydroxy benzal dehyde
(practical) in 200 nl of chl ggo- benzengy The mi xture becones
slightly warm and m)rrent ary solution occurs; it then 10 changes to a

)

pi nk col &ured I%g ’?éic%?F siyep garliey ag WF@EF ¢ HydragcB @tom otr ef | X f or
10 ”‘ S tgg"ﬁg,ﬁﬁr% hEg Sfaﬁym ol V3R 11 ed of f
until the vapmweniyamn or hydrolysxs 43 Qheddatt Bayl roquir® Bl &f)ﬂesn Qﬁ orﬂ;ﬁéﬂm of
distillate is pmdhdtgma@d)ldad&xts’mbalrtl on of 1-chl or o- 2-

(N-benzyft? N- et ;;r §§H@ [6) et qrbprHmen, of Hh“gt’@@ efEerEversion dpafsud 8y desty i bed
in the %@ B&?%gﬁp‘aﬁ‘?‘f)’ PidheiFBER porti onwi se over 0.75 hour to
the stirred and refl uxing 15l yel | ow col oured suspension. After the
addition is conpleted, the 8aCIA ifon mxture is 15 stirred and
heated at reflux for &0 s a richef @o&;}gdm_(;? e precipitate which forns
is filtered off. The?’tffl= Wcolnb’ured Hirafe i syidshed with four 50 m

portions of wat er, dried over anhydrous &)9 sul phate, filtered,
and concentrated at water vacuum and stea terrper ature to give 51 g
of an orange coloured oil. This is frac- 20 t|om5nally distilled in high
vacuumto give 40.8 g of 4-[2-(N-bgnzyl-Nnethyl-amno)- 20

et hoxy] -benzal dehyde. 350 nl of 13 per cent ammonia (2. 7 nol )
in ethanol ar }a@@éﬁ, Bz@ 7@3%‘ 7 the significance gipgp ar » by hydrogenolysis.

4-2- (N-benzy s F ‘,’m n 20
of et hang Th@d M‘ﬁ%@\i‘ﬁ&&' @Efo&gﬁ él ?EQgggﬁéoiiq@oﬁsdjﬁg(ﬁ%@%g &d Q{: 90

and t hen hydr ond 2dsalytically delgmylateedntmhydtdge{ irlie] présencastch ﬁbﬁl@-n@ Lmésrstper squar e
inch using 6 tes SZDU qimmgllysatalyst, op& nickel catalyst such as RANEY-nickel) to
give & compound of formula I or a mixture of compounds of formula I. When a
25 mixture of compounds is obtained, the mixture may, if desired, be separated into its 25
two components either by fractional crystallization or by chromatography
According to another embodiment of the process, the conversion is effected by
hydrolysing a compound of the formula

R]:\N CH’RZ
6o - A
0" Ngp-0~& ~CH,~NH—C
i A N 2 NN
0 (]
N\ Nort

IIb



ni ckel . The catalyst is filtered off and the volatile conponents distilled
off at water vacuum and steamtenperature to give 175 g of a

yel | ow col oured—residual—oil—Fhis Q+—-s-di ssol ved in 900 m of
anhydrous ether and at 4[err] C. is treated with carbon di oxi de
until no further precipitation occurs. The white anorphous precipitate

whi ch 30 forms is filtered off, washed with petrol eum ether (boiling
range= 30[err]-60[err] C) and 30 032880 dried in vacuo to give ;156 g of
4-[2-(N-ben 1 i e
conpl ex. ,wherein R?, RYR*R’, RE BudoR ‘gha veOthSEgmﬁwb e glfventemhg‘ngfhe Uﬁfob’ﬁlf de are

added over 0.5 gngcacreedapu Mﬁ?‘}%“ aq‘g%’sgc‘d é?f ofepﬁb ‘F“&]Q:x;po?gd GP. 059 ol )
of veratric aci £ [mdx aciR d oufiby 60[ err]
C) in 75 & ofhegéo ﬁv&z@naﬂ : ﬁ ¥ b%reﬁ% @Zﬁmgm xtaire is

35 st |partedf a8 glerheenmt Edroaltomtcefcidum 24)houaan Na:ddhzan@ndlﬂ@remm S and t he
resul ting sol utPBR™ &Y@éﬁ“‘— compound of ﬁ?’én E@ 1@3 weqhat &

1 Wthh

S CO:

st eam t enper at lg’ﬁg, %ijfs@‘p}"gﬁﬁ &Q‘g‘: Prapiye) lév ?%E? 5 m of

Ly
dry benzeng an eatén BydeREDRIBEA ﬁladétﬁtargmxmcanzdeﬁ SrddeizeNe 10

treatnent isr eqoe:aﬂaems optainal byt staping ok o(eﬁugIlSE’t xm;dl Jempérature.
4-[2- (N-benzyl - pg. togq further e“ﬁ’ﬁil‘ﬂ & -8 iR YFSLEh pleceaitrie sEafbonat e
conplex is addelH' 8‘\% a(fmgp"ﬁ%q.ﬂmleémg &tirred 40 and refl uxing

solution of the resulting sol B4 in 100 m of acetonitrile, to give N-[4-
[2 - (N - benzyl - N - rrethyd*cm am ne).- ethoxyj - benzyl] - 3,4 -

di met hoxy - benz- mi J& R ch >'re¥i§~§ﬂ AQlerr]-9lferr] C (after
recrystallization from benzen%/ (pet rol eum ;, ] ether). 45 B. The
process: N Nort

45 22 m of 1-N hydrochloric acid hrse added to 9.55 g (0.022
mol ) of N-[4-[2-(N benzyl - N nethyl%® am no) - et hoxy] -

benzyl] - 3,4 ,iw@lereiﬁtmoxyw ABERZ R AR S¢h¥icance given earliePHANEGrabdd 1400 M 16f
wat er. The resubadgemgtqpg weh yredniigwi Sofontilon is | yophilised, the

residue dissolved in 150 m of ethang:._gpg hydrogenated at 25[err] C and
100 pounds per 50 square inch abovg;theory using 2 g of 10 per cent
pal I adi um on-carbon. The catal yst 50 is filtered off, the
filtrate concenvhesircR han theaiguificaada (biveh earliee SThel u@ctidh i § adnipoune cb famm

et hanol to g| velly (3. %fchppound of formula II in which Z represents a halogen atom) with a

N[ 4- (2- Pyl SRR @&@@gﬁﬁ% L3 R Aoy ins o o e
hydrochl oride o Wﬁ'le dobgouR @ i fo rethBePr€ ek 6o prepared by reacting 4-
EXAMPLE 2. 55 hydroxy-beﬁgyl Tnive pite p diaikbiyenbsoded bezgt Bilitie sfghafatneda al :

55 25 m of thionyl chloride are added over 0.5 hour to a
stirred and refl uxing sohyt jorrof 4659 (0.084 nol) of
4- et hoxy- 3- met hoxy- benzoi ¢ aci d (p{/‘év‘i\au f dried over phosphorus

pentoxide) in 400 ml of dry benzene. Aftewr’stirring and heating at

reflux for an additional 2 hours, the rﬁ;ultlng solution is taken to
dryness using a water 60 vacuum and steam tenperature. The residue is
di ssol ved 26n 10@hetin &, RIT 36d HERZE (R signifidnce given earlier) add ethdrifing\ihd Aburl € 25
conponents are @ swirbind@f Bf formiFhi s benzene treatnment is repeated. The

resi due crude 4-ethoxy- 3-net hoxy benzyl chloride is d| ssolved in 200 m of

net hyl ene TN /0 1, 032, 880

7 chloride and the soI l}t#o/n s?ored/f*ﬂ a nitrogen at m)sphere unt i |
ready for use. 100 m of net hyllen.b chloride are added to 12.7 ¢
(0.08 nol) of 4-hydroxy-benzyl amn /W’dr ochl oride dissolved in 50

m of water. To the vigorously stirred m xtye at

v

(wherein R* and R® have the significance given earlier) with a halide of the formula

1 2
— . Sx CH/R
./‘ '\— -~ N
L >-cx; CR-X

R>
VI



4[err] C., which is blanketed with nitrogen and adjusted to pH 7.5-8 with
15 per cent 5 sodi um hydr oxi de, there is added over 1.5 hour the

sol ution of 4-ethoxy-3-nethoxy- 5 benzoyl chl oride whase
preparation is described in the precedi ng paragraph. Sinul- t aneous
addition of 15 per cent sodium hydroxide is made as needed, in order to

mai n- tain the pHat 7.5-8. A precipitate fornms. The resulting

m xture is stirred at 4[err] C for an additional hour and then 3-N
hydrochl o#ic acid is added to adj us®34%8 pH to 10 5-6. .The resulting
crystals are il Lf @ egh Qb faq Ya306H WinldunBliRh ARG, f@%aeﬁanadflmemd from 10
acet one/ wat emhydréky g)hﬂéﬂ alﬁnelwﬂz @fdialkoxy-substituted benzoyl halide of formula IV t0” —~

N- (4- hydr oxy-gbemzeyto)'res@ex@tnb!m bsBrute Ny ddoerteaay)-Henzamide of fornpfa el ti ng poi nt

iedout under conditions W i h re SCHOTTEN—
157[err]- 158[1 ﬁsg;cﬁmon olﬁtsllxj dia oxy—substxtutegoo n? of

N-(4- hycfr OXY ldé‘f?ﬂ%&é@ls Pfié)tsﬁléh dlof a solvent (e

chl or o- benzenrgyenra céht pau-aﬂmy_mwuamasoo;s & gihtin et hoxi de 15
(by wei ght) |Shght1£tahamolrea t@quonalallmnﬂ‘het @ﬂ@(@i]@f riayinule fV §0thnmtthen®ldhom de) are
treated 0 15 o o mﬁ c esents a lower - ngnd’f i xde cf) o

1-chl OI‘(S 2-( igéfng)&) ﬁ)ﬂl{‘ eécﬁ a lower-alkyl groé},;gh %@ot‘r\eg £lfd¥€£ fr On% 33.2 ¢
(0.143 nol ) neht 6 heOhiQmzd-1h Nr Qgdipondd dTBIrAME TR B Mixture of _compoundst hane

hydrochl ori de)I fctrmulgilIaeTlﬂeeynﬁq‘-aHNAMar 1@- t\muem follwmmecp onarﬁ'lno) et hoxy] -
benzyl | 14-e h:q%g% élto ﬂl_ e alkali- etall sa% tll:?l ter 15
recryst é? eactedywrke c%%]tlr; agf Qa. sEl ih;tﬁ -) -
20 B)Arba;hﬁlvéhf QGA&Raated hydrocarbon solvent th)

N-[4-[2-(N benthe lemttnﬁ bf- famuhol)la berdinpriyre cbemWE]preﬁared by reactmg 4-

et hoxy- 3- net ¢f geaulp nlo birtiebelavd codemring itge usj
et han)cl)l R m“l%“g ﬁ?%ﬁ&‘ﬁgﬁm ?éyg 3&8&5"’%}) hanol with 1 gf 10

per cent pall adi um on-carbon, 35 g2to gl ve 2.5 g of

N[ 4- (2- met hyl am no- et hozy;;, enz2\ld 4- et haxy- 3- met hoxy- benz- 25 .
am de hydrochl ori de whi ¢ mg‘f“élzat j_cﬂft‘l!‘e{_l 7B err] C. after
recrystallisationfromaceto- 2" hitTil el et her.

EXAVPLE 3. A) The preparatiowIbf the starting naterial: 30

15 g (0.072 r} ‘b[ﬁf math éﬂé{gropox ben20|c aC|d are treated with 21 n
30 of ‘gj”iéif nple 1A to
form 3-net ho sﬁ :f thellﬁ,%g:: anh enz6 7158 ?ﬂd reac Wﬁ&l’ﬁesukfnﬁth@'% conpound is
then reacted with 10.5 g (0 066 nol ) of 4-hydroxy-benzyl am ne
hydrochl ori de accordi ng to theRmet h,d?é of Exanple 2 to gi ve§%4.3 g
of N-(4%ydroxy-benzyl ) -@-Trey hoxJ-% propoXybgnzani de which neits
174-175[err] C. after \ér—y{t alli zat1 on Y+efh acet dne/ wat er .

35 22 ¢ (0 07 nol) of

N- ( 4- hydr oxy- benzyl ) - 3- met hoxy- 4- pr o¥&y- benzani de i n 500 m of

hl or o- b 1 t t hoxi d
IR = e e o e e T

net hoxi de) arweitt aredt-iedzylWNt(lower alkyl)-aminaalky0@lided ofdb‘lhml’aOmeﬁ)ﬁﬂenSNH ution of

1- chl or 2 (N28 E!owm inogl ke zvéﬁehvéﬁeomfomula ‘Hén%dlqﬂmmz 2 g
(o°008 ) | G R v oo

hydr ochl OI‘I degucH & £ ndbR- lga st (eg platinum, palladmm, etc. or nickel) to give the
N-[ 4- [ 2- ( N- besezrysponbingridedayl | amdne of dgrmeth hﬁnygébmm |aﬂmne of formula VIII is

3-nmet h 4- pih vjaa e WE‘IC gm (prer ft
nme O§¥| mf?&rmﬁ ﬁﬂﬁ‘f @ ,% J;sg]'f E%?i::]%)l gs arter

recryst i Zaemplo ed in wh1 regyésé 5& j
B) The proc esgmupi&: in which R? reprekentsOa ( ﬁ R¥ represents a hydrogen'

[ 4-] 2- (N- benzatbm mmSWIccmwrrds)VIH,t Ha)x:}d]}b:ﬂrbzysbt}ma by subsedbent steps of

nmet hoxy- 4- pro >E§P9°(§% d o thed drochl ori de addition
salt usi®g  ondofs hwié §§E‘§§§@“‘Z}§1‘,ﬁff‘ & PERREEY, ¥ ATEE 2 et had®l wi t h
3 g of 10 per” cent pa Ium on-carbon according to the nethod of
Exanple 1B to give 8.6 g of l\l—[4(zl\gecgﬁ/l-

am no- et hoxy) - benzyl ] 3- met hoxy- 4:epopoxy.-,penzani de hydrochl ori de which

melts at 50 180[err]-182[er rﬁ L. after recrystallization from
wat er/ et hanol / et her . 50%
EXAMPLE 4. A) The preparationl®f the starting material:

96 m (157 g, w%greZmelR) RQfRﬁt hégqxvetghlorl de are del% over 1.75 hours to a

stirred e significance given ea e preferred process



and refluxing solution of 70 g (0.33 nol) of 3, 4-diethoxy-benzoic acid

(previously 55 dried overnight at 60[err] C in vacuo) in 500 m of dry
benzene.- At ef—stH++rg—anrd—heat—>~bb——ng—at—reftux—for—an—-———
additional 2 hours the volatile conponents are distilled off at water

vacuum and steam tenperature. The residual brown col oured oil is dissolved
in 250 m of dry benzene and the volatile conponents are once again
distilled off. This benzene treatnment is repeated once again to
give a residual tap coloured solid cor0a2$0 60 ing a trace of o0isl. This
crude 3, 4-di Erﬁ-c—%xly thE) %pe%acgyuon op Tco%pht%ﬁs oﬁfor%uﬁl%ﬂgggtoﬂg Jgicntg%fi forqge

8 ~ preferred etherification process herembefore, cting the sodium @t BY| ene

chloride and t h&hés&hmdnd)af Hingilae¥ with a daltdhide gfefornmmtarfEsip hidere-bazene ol t em

perature unt|I usciibld Also,fwhen the half-atrhmm fmnuleflxrﬁe% H‘}qfeﬁ@d‘bﬁlt@?q feodime added to
0 1e reaction

49.5 g (0. 31 nol'yiest. oy ga:z Tomie 1o hHEIGY gﬂ%& RYAEgh 9rfotls. di ssOl ved

in 250 m of V\ata%{oxy a‘}éb 99 Ea%dy hdhﬁ c ound of f Lutewat at[err] C.,

bl anketed with rumyrmgﬂﬁn to pH .0 with ca 90 M 5

of 15 per cent sodi um hydr OXI de there is added the above sol ution of
3, 4-di et hoxy- benzoyl chl ori dgoge®r 4 hour period. Sinultaneous
addition of 15 per cent sodium hydlr oxi de is nade as required in
order to maintain a pH of 7.5-8.0. Cryst&als form during the

reaction. Tlhe resul ting VIeSCOUS m_xﬁ(ure S C{}h & onrlﬁc%n addleg1r grnal hﬁur
ot 10 M er G R SN AL E AR Rt st e
pH to 5-6. The tghhate ormula X com;§1 Qlﬂfo%g&ﬁey&hﬁduﬁd af fbmfuﬂ:# lenebnghé , washed
with water and cindedefat afiGfiding therd® ethyhchkadormatt.o gi ve 98 of

N- (4- hydr oxy- benzy|%he Jompotis q(;’%y:‘ g‘( eipipkgfore Ib‘EP(%a ﬁfacungac"m‘ 15
182[ err] - lég[er rjound of f°’m“1a “’“h loalky! paratolugpesylphopate ¢ SHedormyola, oy i on frorh

acetone/ether, the nelting p0| nt is g283herr]-185[err] C 15 To a
stirred suspension of 60 g (O. 19xm5( of M4 IMdroxy benzyl) - 3, 4- di et hoxy-
15 benzam de in 1500 m of _se IoF‘o\mPrZene there are added 45 ml of
a 25 per cent sol u- tion (Rby wePght) of sodi um net hoxide in
met hanol (equivalent to 0.20 nol of sodixm nmet hoxi de). The

suspension is stirred and heated at reflux for 2 hours. The net hanol

is slowy disti |wlecr1 mﬁﬁ%%ﬁé{ og ﬁ;ﬁ@iﬁé@ wf"";gf fﬂ%ag‘??”%ycameé about 135
dure ‘dedcrib

m of distillat ep‘(;? re in connection with
1- chl or 0- 2-4N- befa yther ykm@mrﬂ@ foRkdkaNe i n chloro- 20 bemDene
[ prepared from 55 grl(e(hoﬁ@uncblof fmfnula-llmﬂnml@hzlz(amﬂ Bén@lremtsm@ rOZ8Mi no) -

et hane. hydr ochl of ﬁr?ga%@%? HE‘ 55 :Ehl ride or, d11c>d1d1f rﬁé re@non is th)ﬂ% added
over 2 hours carned o t n %1 f\ol Qgﬂﬁ KaTo PV al] cfoﬁx i XI‘ ring and
heating at 2gef U¥%. for{},flrae;rm;n anolunderreﬂu)addl t| on | S corrpl et ed, the react izsn

m xture is sStirred Brddiibay-edstaited Ednlzcuk hiliges QfOfOItmd dy IEE;mbefore Celo(bf:e and
filtered. 300 m preqlucwehYetfea ehecrarmepnling 1lwily 4 3-fold ¢ wt&ﬁ(j’ : eave:s;‘; adj ust ed
to 55 Pl e R AR el

chl or o- benzgne | ah/eedmlkoiy-ﬁﬁﬁ&ftéﬁt& oic acids are eithed b,talr\b@.% daﬁbﬂ & tflf.()d:d)l"resgoo nio
portions of wat epondlck |de&0mbstltanhy7dm7@ldélY®odr Upsh ethgtifishidpneof the appropriatef j | t er ed
and concentr at ed & %&ﬁa des %‘e‘;hrmma érei re c%mgrp%[dhlgegb ;Ehgm{ gfogw , con-
sisting of whitegahids OJ;\QME?HNQ b arkh dma £ad heom a

m xture of 3575 36btained by rrtacmﬁ mzyenm amdind with amfalkﬁén exideadrdedudt3EQ co- of 35
petrol eum et herd$\bm IbFrmgdehYde with anseikylammo-alkanol rfangib’lﬁﬂngm[ é?fﬂ]lalle@{-er r] C)

to give 74.2 g of*8 h . h armdes f ferula[I € Qe? LEan be ﬂi if) 2

pro ce 1n acy,
et hoxy] - benzyl ] - B Gk orhszz- %m‘i}i’ loFidk Alted b 404[ err]C.
An al i quot , gowhenthk rcexeés@ddmg Elbyl@diﬂ:l—dll@mﬁ&hdﬁl thmylaﬂze,hmeutexgamag the appro- 40
N-[4-[2- (N-benzy pnaN: alkylammo-alkanol is reacted with formamide to give the (N-formyl-N-methyl-

met hyl - ani no) - et ??‘? ‘gzg‘i“’gnt:@g ot AAiTE gives Weamided BHR hydr at e
whi ch 35 ﬁli co Tor F@ abelnobel ardfit £1il bk fgratite@kilal ®ALdQN 1 om 95
per cent acgt oni fdihlpet eft resent Bivention. 45

The following Examples illustrate the invention.

ExamPpLE 1.
A)  The preparation of the starting material:
100 ml of chloro-benzene are added to 46.2 g (0.2 mol) of 1-chloro-2-(N-benzyl-
50 N-methyl-amino)-ethane hydrochloride dissolved in 50 ml of water. 75 ml of 50 per 0
cent sodium hydroxide are added to the vigorously stirred mixture while the tem-



N-[4-[2- (N- benzyl - N- nmethyl - amino) - ethoxy] - benzyl] - 3,4-
di et hoxy-benzam de is al so prepar ed in the follow ng manner:

11 g (0.052 mol) of 3 4-diet

chl ori de and treated W|th 15.7 g (0.05 nol) of

4[ 2- (N- benzyl - N- et hyl - am no) - et hoxy] - 40 benzyl am ne carbonate
conpl ex (prepared as described in Exanple 1A) to give 17.6 40 g
of N- [4-[2 - (N- benzyl - N- nmethyl - am no) - ethoxy] - benzyl] -
3, 4- 6 di et hoxy- benzam de \Alnoaztssorel ts at 102104[err] C after

L S T Eatite 3. miinined at 40 G, THEGEC )
B) The pr 0C‘§§r (ft &t;;la-gmtt:énf'esétual h%ﬁ efkfﬁb ous0 fqu% ﬂﬁege Q.ﬁatatti}'g‘gf gen chi-ori de
i n et hanol Qﬁtﬁ‘ac th® 188 mg pérflond It clﬂ&o-benzene The chbdo)berbneMxeracfs4 - [2 - (N -
benzyl - ‘N -arerre:tdh éd andanpudh) dued @ydqmwdrous pessasiyeh |carbongre filtered, and

dl et hO)Gy beﬁ?& 101) WEL 0 O 1?1 9 C! n 1 H ISDZ The
Q‘f %% B0 ﬂg:% ggegafem BOheckfHal by b1l

solution is (equivalent m 0.2 RNERon@! \WatiBéd dacuum and st eam
tenperature, ?ﬁs}bﬁ oS B g @2 thl) of 4-hydmxy-bezrzasdhszha¢prﬁhna$)dh 2eechlioncild® m  of et hanol
and the vol denzme. T mmeanltesmasr élghﬂyswarm Iawmmﬂffntamluﬂon ocoursT Pfethqnea due is

di ssol ved i %QE%? pSi, 1ch T thgxﬁ)? 4o 15’%& o%é?é?@ff%i e?r?x’ié f and'®00 50

pounds per ¥sst B
pal | adi um OrNQRHZION- methyl—ammo) -ethahd1Gn cilbralbansdne I(Q‘eﬁarel:ltﬁr@(dtmnﬂ fin alued washed with

wat er to di gswtdine away pht) lircadd: ttah‘ysetqmto 75 h°ﬂf t° the stirzadcand) gaferdngt ed. The

filtratl® and® "é’s‘?f’o @Eia %‘
distilled 0f1 '%{%L‘hﬁ he ted at reﬂux ours akenis “}a me \E-%é 1o§§§pl
crystal | i zeswds, &ﬁeandbrngxhydi&xs sodlum stlphates filt@el; \isd admlcenna b @apra i xture of

acetonitril evaami spd lseam Gmperstinerto gise Ahaof amerenge clawed ofpThis is frac- o gi ve 64

g of wibte cf En"gfmglfg’[‘ yacpgn FPe%‘YFy‘Toénﬁ ot B 635 DRy =% 4- di & hoxy-
benzani de hyf &5]@ él perr@xlt 2kHIniP @ M nol rﬂ-&t@aﬁl&]arela?daidetrorlb9 &.(0.6m th sintering
at 120[err] tel) 6N4- [2—(N-benzy1-Naxhétm,l-Qﬁm® ethb eyl | ddysolveee in 280eml di ssol ved in
wat er and r esfcdemi ’1Jéble Iydlow rpeloupgdt Shlutlon is stored OVam%tmtd rtheg lgg gi ves a

cryst al®i ne gﬁ@él@@é gggy- W%d ?gaﬁeg\g%g o | %{‘@ & Buater,
air-dried, ubnCdnfl ¥@hd depzr@ re tB QR &7 eJlou e@ r&ld‘dﬁ oil. This

N[ 4-(2-met hgﬂ amlm»sd 5000 ml of anhydreb Iath szl ]13- Bgatkd it dadary - benzam de of
mel ti ngsopOI gfc}oxj_@gnﬁlﬁ_gq_ Qﬁ%}ﬂa ula PEEcipitation %clgﬂrs he whn‘.l or eussgge(c@ggt% g(balﬂ]w a% no -

et hoxy) z wczgg o give f%flﬁ%w &%ﬁzﬁ-@émyl—a ino)-ethoxy]-benzyl .

1, 032, 880 amme carbonate complex. g nﬂ’ drochl ori de

can al so be obts ileds.§ g0 5I\h<{1)40f(t1ﬂon(yl\éhbﬁdrzgté ad¥ed@ehy/$ h@mcms)tmed hoxy] -
benzyl] - 3, 4- %!lsretlsm 1phee i%@iﬁd@l)avév reVlously drled Ovemlgh nmexe ure of 4.6 g

(0 01 rﬁ§| ) Oft Pze e mlxture 1 a5
benzyl] -3, 4- Eﬁm nd;ﬂ cg}?g;%%; an i—n{m t%‘gf'ul y distilled
ethyl 5 sol lnozmﬁlcnf dettenzene thedvolaﬂe adrn onhemiema affs Th:eaetnmle at reflux for
18 hours. Th@e UFStr% gﬁi 5\ solution of 1855)K%{15i70¢:é)1 gwgﬂmwe@w d 1-N

hydr ocH%r i c?ﬁﬁ g@“ﬂ: fffbg%\e ” lm ;’Z:trmgsﬂh"“r %@%%i‘g; e cdfponents
distilled of N@ethy®Sh lefhof] Y By} L;@gdfnrem ne/

et her/ ( pet rohxmdﬂmbiblhﬁ'kl)s itt(39g-l—9E’ G. @ftcg rexfystallization from benzene/(petroleum

N- et hyl - N- [ eth§th- (3, 4- di et hoxy- benzani do-

met hyl ) zphengxy. ]-carbam c acid ethyl of ester of nelting pojnt
# The ﬁm %
121[ er I’ 122 er ﬁ LQ hydrochloric acid #fe &fabdhbio3B C{t) 02 nolbf (21405 N0DI )

N- net hyl - (3 dxetﬂyletahim( ngﬁmﬂéfﬂkm-] 3,']} dimethoxy - benzamide sus-
met hyl ) - phen@ L‘r Wi?ﬁp e slm‘i;%' eu% 104 i IZQPhWFCd:oth 32 per cent

Il
oo, ﬁ‘fﬂgw s el e t,S*Zﬁ ST e
C., then ren athEdaentrated in va the %fﬁﬁe Sk roxide and
extracted w 'edhamt gweawtmbfeN-[mzamhthg«hrhlyo mky)&enzyzl] 3,4-dimethoxyebeti-act i s washed
Wi th wat er ameideRydroshleridd of ghelgng Boing 183fctri8¢HF-ori ¢ aci d. The pale 15 yel | ow
col oured acidi c aqueous extract isgadi,ysted to pH 10 with concentrated
15 55 A) The preparation of the starting material : 55

25 ml of thionyl chloride are added over 0.5 hour to a stirred and refluxing
solution of 16.5 g (0.084 mol) of 4-ethoxy-3-methoxy-benzoic acid (previously dried
over phosphorus pentoxide) in 400 ml of dry benzene. After stirring and heating at
reflux for an additional 2 hours, the resulting solution is taken to dryness using a water
60 vacuum and steam temperature. The residue is dissolved in 100 ml of dry benzene 60
and the volatile components are distilled off. This benzene treatment is repeated. The
residue crude 4-ethoxy-3-methoxy benzyl chloride is dissolved in 200 ml of methylene



ammoni um hydr oxi de and the crystalline precipitate which forns is filtered

of f, washed wth water and air-dried to give 0.5 g of

N [ 4—( 2--rret-hytarno=——ethoxy)y—benzytt=3%< ti et hoxy- benzam de of
melting point 118-120[err] C.

EXAMPLE 5. 20 A) The preparation of the starting material:

20 1589(005m)l)of

N- (4- hydr oxy- benzyl) - 3, 4- di et hoxy-benzam de in 500 m of

chl or o- benzene and, 11 7 rri of a 25 pdi®3%8At sol ution (by wei ght) of sodium
met hoxi de JoTTTRY: Atosthe@Adi MRky 8 wg0di um et hoxi de)
are reacted ac éﬁ%ﬁ%%&ﬂ%ﬂ?ﬂ%%&ﬁmmg&%ﬁ% adnw‘g;@bs E)éaﬂ%ﬁ-&ydébxy%bdnkyl 11.7 ¢

(0.05 nol) of 2azmhd mdwelédridyﬂlsqghcdamdpméw’éwatQBTo the Vg hcsnmdemrec@r ve 11.7

of N-[4-(2-chl of? age per cent |ch
melts at 13 6[erf,ﬁ‘Z 4d %e ‘ﬁ{mfv;érgjﬁ‘ﬁ %E oR atepdne! et%/g

B) The Process: taneous addition of 15 p t@@h &a¢t] mrdeodingir- and 13. 5
m of 12 per cemin tepHyk 74m8na precnpxtate formsn Threteh:ém Imlmre lsaidt!@datt‘*fS 3.8 g (0.01

nol ) of N- 4- (2f @U@ H@% ochlon g5id is added éﬁzam o
di ssol ved 0n 203% afp ere w1th5ldateran rec st Iéocxin]

C. for 8 hours mgg @tus oe.ggmponents are Ied off and t he
or ange- brown col outigdg (0.099 mol) 0b‘N—(4+lUdrm;bsmza1D H1etzne!d-3fmqyfwmebeln§arnwhcxet ate to

give 2.0 g of u oxN-_b r;gcn nd; pf a 25 per cent solution of sedium methomde

et hoxy) - beHzy! | § “l’f%a éﬁzé%&q 004, ol &1 °dmmmtﬁé’ﬁﬁ‘ ﬁi&?ﬁ acePat e
filtrate is ethane [d@mdrfi&ﬁeglz\y ®h431mbi) yd&m rQN4benzﬂm-dxeth§mﬁ1nagueous
extract is adj usthase hydyo lehdbﬂ) t\givé1 28 H of N-Haﬂiﬂﬁfwumlrlﬁydﬁ!ﬂm)-amm he

crystal s which F‘ %ﬂi %ewwdaﬁﬁ‘“al‘?mﬂ?‘i BG1%8° &t glter regystal- 1.4
g of N[ 4-12- netHyr “h??etgieﬁ‘ﬁ}i? U 74503, 4- di et hoxy- benzani de of met’ing
poi nt 117[err] - BPOFRS frheels A mixed nelting point with

N-[ 4- (2- met hyl am nbé et m@w mol) of N-[4~[2-(Heqmy1|-1]mz§;m.mm-my].w;gzyﬂaam de

tho; & ride using ethanol

%bt ?I E)e(d vi a Zh ﬁ@ zgg F)h ] aaqe ng'wngl gotgl per ?e:lglgpaﬂadmm—on-carbmic,ng to part
o arrp£5e ) g%ggb ?fg- —ghhylanuno-edwxy)—benz 1]~4-ethoxy-3-methoxy-benz-

40 40 amide hydrochloride which melts at 171°—173° C. afé&%ﬁ@*ﬂﬁxs ion from aceto- A) The

preparation of hindlefstherti ng materlal 5.9 g (0.019 nol) of

N- (4- hydr oxy- be%y% 3, 4 d| et Léé in 150 m of

chl oro- bengene % ’54_ b &%z o] adipmapehhoxi ge (by
wei ght) of kiibn: %Jlr&/a; ce’s’;xeyf a&%é > ﬁﬁn g&ﬁ” 4ret hoxi de)
Is treated accompthp —btnzoyllEhlonde Theela (m}mghundaxsoﬂlerﬁc |vath21 \(Mela 2.7 ¢

0.02 nol) of |2 ‘N—hﬁ‘ﬁ? T‘de acgprling to the methg to give
(5 0 g of ?\I— [4 o f‘.}ﬁ_&‘l ‘ggg Fpropgﬁgryfwrf mSts 9

di et hoxy- b¥hzam dezpf @l zﬁdl)rlﬂ No@lh@am . 2?15 B &5 ﬁfr&doxﬁenzamlde in 500 B) Fhe
Pr ocess: ml of chlord-bawken© ind4i3.2[xalrof @ At ntrsolbtucmmf sodinen wethogidathsted to a

sol ution of 0.4 %§e ;thain i t to 0. 0750!pol zpm methoxide) are treated with
5! oty T ;%Jo;‘?’ R o o

of eh&diétﬂ 1de] rgJ&fIN). -yl @hihdéhb Y -batdyifiour s, t he
voI ati|l e conponénkeghogy- epmpoxsf)-benzamldtt E{melh gedmmtf=f68‘? -n70¢ aC.U @fted neekcryshidiza-e S i due is
di stributed bet Werifoppegtiaile taerding © Erinnldde and ethyl acetate. The
ethyl acetate exgyragl ya,washed with water and then extracted W t h
3-N hydrocly oric”ae3 cg (Olop8 6l 6 ON-PAALPAOMESendyAN ettyBanti@petesx9Hbeatykiad-i ne g0
give 0.16 55 megloxl?ﬂ—propoxy-l;lenzamxde are dconverted into the hydsrochlcnde addition salt using

- - Gl = e 1

N[ 4- (2- et hg;gg*‘gﬁﬁggw AR TSGR Behllur g sladte i ng poi nt
11

(‘

G—rw

3- ethox TOpO! -benzamlde hydrochlonde which me}ts at
EXAMPLE 7. 180°—18 aaerwce,aam e Ay S P T 50
24.4 g (0. 2 nol ) of 4- hydroxy benzal dehyde in 200 M of chl oro-benzene and
60 48 m of P cent sol OW;:?W 4ei ght) of sodi um net hoxi de in
hanol (equi va- reparation of ¢ estartmg mat
met l (157 g, 132 mol) of thionyl chloride are added over 1.75 hours to a stirred

and reﬂuxmg solution of 70 g (0. 33 mol) of 3,4-diethoxy-benzoic acid (previously
55 dried overnight at 60° C. in vacuo) in S00 ml of dry benzene. After stirring and heat- 55
ing at reflux for an additional 2 hours the volatile components are distilled off at water
vacuum and steam temperature. The residual brown coloured oil is dissolved in 250
ml of dry benzene and the volatile components are once again distilled off. This
benzene treatment is repeated once again to give a residual tan coloured solid contain-
60 ing a trace of oil. This crude 3,4-diethoxy-benzoyl chloride is dissolved in 400 ml of 60



10 1, 032, 880 lent to 0.21
nol of sodi um nmet hoxide) are reacted with 47 g (0.2 nol) of 1-chloro-2-

benzyl et hyl am no- et hane hydrochl oride according to the procedur \npl e
2 A to give 33.3 g of

4-[2- (N-benzyl - N- et hyl - am no) - et hoxy] - benzal dehyde as an orange

coloured oil of boiling point 163-167[err] C /0.1 mm n[err]-1.5721. 5

35 m of 13 per cent ammonia (ca 0.25 nol) in ethanol are added to 14.2 g
(0.05. 5 4 ol of 4-[2-(N-bepgyl gt et hyl - am no) - et hoxy] - benzal dehyde
di ssol ved +ﬁ-lee—ﬁ+—e4———~——e%-haﬁeF——¥he——yeH-ew—ee+eu+ed-—s-e+—u++ on is
stored at 4[ eye el@ Chlwéﬂr pridgthe sciwtign tstawed) ity chitepgen atmosphere gerpom ea-at 100 er r ]

C. and 400 pcPEFﬁ usi PRY
ni ckel . Wen bg,g mg%?ﬁfhﬁ%& Ly agl‘gdjf ‘ﬁ @gﬂy?sozgmxﬁgr ed of f and

the vol&tile rﬂaﬁ:ure at 4<coi;rp1@ﬂaﬂd slﬂaﬁzeo &fdl jugell ©ipH Bt—8MBiEr cowacium asd st eam
t enper at ur e. oTAE peresitchadihm d))’dromdtothere is added thesabdyesslytiopend 3j4rdicti®y-ni  of
anhydrous et HE#oR filoside oer; 4, hopr ipuignequs @d d‘Wt;’lf}_fsegF g sodium di oxi de.

The white amﬁ‘ﬁ@‘oﬁ.@‘iﬁﬁ%%%ﬁq“éid wfsnf buui“ h

S g

rystals form
TR sht%ed fbxI Jnefd@ rﬁl? Ifo Sh dwth
pet r ol eaon et hercC.(daoiteh BQV m@da@mencSﬂ:d&G[aafed ko &3jyst e GHo S, \md talnn 15 m of
acetoni tril e.coloured crystals are filtefied off, WBhed5Sgthrmakey awk drRd 4¢ 6l1°cq. h’Odeﬂfb'@nZOI c acid is

converted to SR&8 &oF H-Ghirdseyhenzas34-diethoxg-besiamidey melng Roint J28ca4ir e of Exanpl e

1 A and trea e%ftw Jeé}ystahﬁatﬁg Ifox‘h'a@é?onQ}(ethAf (hg meln;llg:’pomt is 183°—185° C,

benzyl etifyl anmi nagtaha*i) DRV B0 IRHBID @-mmp}-wzyl)rs 4aGatoppi tri {se
prepared as benzamide indid8&ml Hertiloforberizirg tiprecaredidedyt (?rZa ptr ko sgu-ve 18 g of
N- [ 4-[2-(N-b 8 (Y- Wi f)% podium methox1de in methanol (eqmvalent te 0.20 mol of sodium

1 i i
am no) - et hoxyf SRS ok ol ,,?aéiiai%f@ é&“"m X ﬂ" Bl a “’%‘
96[ err] 208 erad ¢ ctea)‘ tACdolution of 1-cmofoez:qw ~Nigeatiyl-Sind)-e@ine (L L

ac etate)/ et hmeﬁéxpetprap#rsumzetsﬁer ())25 o) of 1-chlofg)2-(NHen#py Naethsl-amino)-

ethane hyd é& fprocedure of Example 1A] is added over 2 hours

ured _su. ti t reflux. After the

N' [ 4- [ 2- ( N- beﬁﬁ 1§ c ﬁ% gﬁ ii@ﬁrg iﬁﬁ@j %:é m'ﬁf ’at reﬂ u:for 0 hours,
di et hoxygs benz&m d &l cpmv,ﬁrdf yid et 204 thd adﬁ ddkdfs sal b5 usi ng

et hanolic 12 with Hynbr @gielaodolm hmdroel!ée él?‘hd lq“h!r Qﬂqrtsbqnsdvtmd isi sqpaatddanol with 3 g

.-.

20

of 10 per cen@f;m csﬁzse%" i pront g S5 Y L cEbP et Mo ocedur e of
Exanpl e 1B) t lé'w}‘r‘l(t) clgl'o‘t:g’rli ol:é s crystalhzed from a mixture o’f 175
et hyl anisno- etHOXy)enei 4f d:th@xt aK Y13 §Te i a6n aamhyxdranehlmmge of sgrel ti ng

point 25 range = 30%652%@0 ttt] gn@ﬁispsrof %ﬂ-ﬁlute N-‘[4-[2-(N-bgnzyl-N-meﬂlyl-ammO)-
EXAVPLE 8.  cthoxy]-be f geltipg poing tl%?r

30.4 g (0.2 n motwen 1thox ic_a acetone,, give tt:o 1c0f potasswm
rmétaylgi‘(s%&x %f‘ &E,g‘é e &}ﬁ@tﬁ?ﬁ& ;

hydr oxi g ( 86méx slaer37€em@om15f& ¥ GrolD Wi b
stirring and 30 N - [4 h[@&t(u\hgbmylrelﬂ-memy@arﬁimg (e@hoiy]rm&e):zyuf ‘pf-opyl brom de

are added ovefietpxy fl d in the f°”°‘”‘¥£’e’§ﬂ1“fr ut i After the
addition is cgﬁi b% ab,fgﬁ@?o@f oﬂb‘%‘fz‘ﬁiﬂﬁ(a@ E&ﬁ i ngf‘d at refl ux
for 14 hgurs, behdyPanied &Eﬂoh@e RPRO (HRdphisd & @scelbeatin 1eO] ta: ¥ iae regj due is
di stributed bgtd\@én [ét-Har (Mndbewat eN. - Mgyl eteiniap) e@dhomﬂc{ benayl]seiaf&r ated off,
washed with diethoxy-benzam g@ Wb‘éhgc?ejbbtaas]@?c’mﬂ(’ﬁ?(ﬁ o¥ict deaydllizaiem Rt h wat er
dried over anfORPAEHTARs sul phat e and f| I tered. The filtrate is
concentrated Bp FreShdbst: vol une and stored over- ni ght at

4[err] @5 The crét@utaﬂosnltoha@ pdr@mtrhﬂlrogequhlonenedthafofaramdedam 188 gr(o wd toggive 31

g of 4- mol) o 3/1?(@}9 E%P%%E)g% ol pdint
Sofer 1ol er Bt St T it g%:gé&%ﬁm

per manganat e Febiduia DRkt S0RHIESt ethnodl e OMaQﬂe components are eQQHIS to a
Vi gor ousiby st'll‘hereddlsuspespmdom 60(1 mEBf e'_t ol(28d hRirageraded of 254-Craxd 000y - 3- 5410

pr opoxy- b_enzalé;ge Caaysts‘}gﬁgl ﬁ'( Owﬁﬁ? Ak orir‘e;ﬁg@l{adl °@F¥1§€SC After the
addition is deposxted The (gﬂ shmE @c&réf: ‘itﬁq %ﬁe C 1 en heated under

reflux for 1.2kiako 1@ s initially obiained no&ircrﬁﬁm es R bt L um hydr oxi de
I s addedssunt i It ig hequﬂxze@frdhﬂa mli:lneef Igfealcd(onhﬁle?m glet bxd&lt)er, ethanol and ea:me fikgered
¢ t: a O%y, 2
ot f and conc e e ek P LT A e e Phieage until the
aliquot of the hydrochloride, when dissolved in water and rendered alkaline with
ammonium hydroxide, gives a crystalline precipitate, This is filtered off, washed with
60 water, air-dried, and recrystallized from ethanol/water to give N-[4-(2- methylammo— 60
ethoxy)—benzyl] 3,4-diethoxy-benzamide of melting point 1199—121° C,
- [4 - (2 - methylamino - ethoxy) - benzyl{ - 3,4 - diethoxy - benzamide




pHis 2. The crystalline precipitate which forns is filtered off and
recrystallized from 45 nmet hanol /water to give 21.5 g of

4- met-hexy—3—propoxy—benzorc—acte—of—rett+rg—poi-rt—i45

154[ err]-156[err] C. 19.5 g (0.093 nol) of

4- met hoxy- 3- propoxy-benzoic acid are treated with thionyl chl ori de
according to the procedure of Exanple 2 A) to formthe acid chloride. This
is reacted with 13.7 g (0 086 nol) oft,0ax489dr oxy- benzyl am ne hydroc#l ori de

to give 50
N- (4 hydr oxy- be ;§gr e o o o b G N IS ORISR 50
170[err]~172[err QduteCdr 466£ 0)0$nﬂ>l lof Xaf4 RANEHeRR- RiR AN invRERSy] -

22 g (0.07 nol) bﬁzle%,@lﬂfeh)yf&Fthmiﬂenz@/|1)1— @l rQMIhang}BFmebpodst ilgleprrdm de i n
500 5 i cljprofotprasy ip 20 e 2birg bengepe dsvhegiedypt a‘hlxéorzis BHELE| uti 8n of
sodi um net hoxi d‘%%lr 4 st Wﬁfﬁd "gft‘ﬂe ?Qrﬁz q‘?f ‘tfﬁ gfé%f’tg ;{m 0. 075 nol
of sodi um net ho;ghdg d’e tg'ﬁ ethyl_N_?_ )4-Beth@d-b gl - benzene

!n

sol ution of 1- ch{empl(pp&n m%he;m]zga mecniBH latl1-of ledten @f meltiubpapoint 158—122° C
derived frfm22.2 4 % @tu@g@ 274 00@5 mol) of N-methyl-N~{2-[4-(3,4- dxethoxy-benzamxdo—

- 11- t 20 ml f
1-chl oro-2- (N b%'ﬁ%:{lp pliﬂ- in acett ]Er is sto acxégq%‘ stCESIC’nC hen f‘%{lﬁa
accor ding t o t hqy RhOkeCikiEn ydrbka Hal Ext {fme ok 2-
(N - benzyl - Nextrageishwished vaili weey and eith&l(cy}mth 3tm~mzc;tbc}ﬂomc 4cid. Thetdalexy - 3 -

propoxy- 15 yellolyeevioareil cheidighdaudousresdipagy atadwﬂ@[h fér‘ro Ce’@m fter15
recrystal lizati aﬁmfnpw%gé dg)r té lline precipitate which f rms 1s A ert;d g \;r]assi

air-drie 1ve .5 g of N-[4-(2-methylamino-et € -3.4-
1,032, 880 dlethog be: 121 Efog‘eﬁh oint 118°—120° C. nléh}g g 2)8%57‘; fol) of N -
[4 - [2- (N - benzyl - N - nethyl - am no)-

et hoxyl - benzyl ] -4 nmet hoxy- 3- pr opoxy Mﬁm%e are converted to the

hydr ochl or ?(He The P Sﬁ g‘ogéf ﬂa‘;gg ydrox¥ tzngI dlgpoxéf:nif%iﬁ 19 550h S of 2

hydrochl oride i %hlsrﬁ‘dil aﬁd“n ion (by weightd o lethédd
pal I adi um on- canb eBhacc@fiieg tB(DOBhﬁholpd’fG merhedde Bxrapqtial RBrdigg :05
give 10 g of N- the procedure of Example 4 with 11.7 g (0 05 mol) of 2-chloro-ethyl paratoluene-

[ 4- (2- et h$A ani A3 @E P 2 [dhele-Fldor f“? Afipgegmide 25
hydr ochl ori de WiT'¢ ﬁ%&% ‘QG%H% 8([; SFF S TRBL err S)FEE@CC P eﬁ?ecryst al l'ization
from acetonitrilBg. The Process: EXAMPLE 9.
A) The preparation liﬂf mg Kft,ﬂostnmlr)tOf ﬂglumt)@qlq aal :13.1 @0l of 12 per cent p@thyl a{r®e084 mol )

of 3, 4-di p;opoxy2 gre el [ @éh 8“’30 ?1’:@
osi v T S e ner%‘%:gr;gm R 0
acid chloride o is crysthifizetl ree>ad exfly 1vuce& 2D gige € 8f rm:ha)ngaf N-[4-(2-chioro-

4-[ 2- (N-benzyl - Kkhpry}- bpyrtsd]am— go e,i‘ Fén zgtlow Coloured eth)émmee ﬁ%ﬂb@gnat e
lS V1t
conpl ex (accor d fwlllEcﬁ%YFEx‘F ?Ee\edtggam 1r-dr1e t 3% Zf

i
N- [4- - (’ﬂ %&"ﬁé&%_a m'Sﬁly xﬁfﬁfﬁ Xy)-be Eig aa‘)dletho Yide ~of O !ﬁ:@]
15 di pr ODOX){)mbBHIZP&ml mhrtxcmxeaalnte&mgtpo 8 4 gt dhatiylaim@GlesdyRl | | zati on
from benzene/  Dbbnzyl]-3,4-diethofypmbzamide ohrmieet ly@drthe benzyl intermediaBfobiined gpraokess:
15.2 g (0.031 nﬁx}g)togﬂnB of Example 4) gives no depression.
N-[4-[2- (Ngpenzyl - N-net hyl - ami no) - et hgxybsbenzyl | - 3, 4- 40
di pr opoxy- benzam)dar aspddie: dfymeah} aitede) are reduced with hydrogen using
20 pal | adl um 0A9 @aPBhmelh pialN %bydm?:bqnwl)r@@!ﬁh rbenpanidecid UFembéf Exanpl e 1

B) to give chloro-benze: S per cent solution of sodium methoxide (by wexght)

e
in metha alerit to0_0.01 f spdium methoxide) is treated acc rdm
ENERTE S s ‘rﬁuﬁzr@r S -,
chl ori de Aekdmideato LRY- 180§ airr -[G;[z -Tnﬁﬂxyllia‘aﬁd’ny&i)-adh ;dyFB&nk;ﬂ)PS 1-r om

et hanol / acet one dxethow—benzamlde of melting point 143°-—-145° C. EXAMPLE 10.

A) The prepar at iﬁqnﬂfpmpe starting material:

1 mi of 48 per cent hydrobromic acid is added to a solution of 0.4 g (1 millimol)
50 of N-[4-[2-(N-methyl-acetamido)-ethoxy}-benzyl}-3,4-diethoxy-benzamide in 5 ml 50
of ethanol. The solution is heated at reflux for 24 hours, the volatile components are
distilled off in vacuo and the residue is distributed between dilute sodium carbonate
and ethyl acetate. The ethyl acetate extract is washed with water and then extracted
with 3-N hydrochloric acid. The acidic aqueous layer is rendered alkaline to give 0.16
55 g of N-[4-(2-methylamino-ethoxy)-benzyl}-3,4-diethoxy-benzamide of melting point 55
117°—-119° C.

EXAMPLE 7.
A) The preparation of the starting material :
24.4 g (0.2 mol) of 4-hydroxy-benzaldehyde in 200 ml of chloro-benzene and
60 48 ml of a 25 per cent solution (by weight) of sodium methoxide in methanol (equiva- 60



25 31.5 g (0.1 nol) of

3, 4- di et hoxy- N- (4- hydr oxy-benzyl )-benzam de in 800 m of 25

chl oro-benzene and 24 m of a 25 per cent solution of sodium nethoxide (by
wei ght) i n methanol (equivalent to 0.105 nol of sodi um net hoxi de)
are treated with 28.5 g (0.125 nol) of

N- (2-chl oro-ethyl)-Nbutyl -benzyl am ne according to the procedure

of Exanple 4 (1)Ato give 19.6 g of

N-[ 4-[ 2- (Nobenzyl - N-butyl am no) - et hlcmwso 30

benzyl ] - 32rc|etn €nzam de_ i e C IEANe l%n‘z‘ter
recrystalli Zas'ﬁzéahyx ‘i-fhax?éugﬁo fmdes iy Limgi ol é!dﬁzzllﬂ {gi{ éne 2A)" B) The
process to give 33.3 gl 4 ZQN(b%zQ&?-etBWaﬂun@fethoxy]-benzaldehydc as an orange

N-[4-]2- (N—be:nlzgtédwdﬁumwgmn@)"-——éﬁ?ﬁdk&qlrdgenrbf/‘k-}lé

di et hoxy2 benza RS R Tt rogeh using
35 palla ‘%? g:ig ‘g? i 5‘29&3 L %ﬁ"i‘f@i"g@ﬁﬁ of Exanple
1B) to give 200° C and 40@ p&x ds per square mch using 1 teaspoon of RANEY-
N-[ 4- (2- but ylxﬁukeanheztxhox ogbewakk LreaBy, Ahed¢aetybiox yikdswlnatlagmd de yeadieochl ori de
which 10 co g digt 9;’98;51 ¢ Yacgum gy sgepm temp rg'gfagr iSARLOn £ r ol

rou er and is saturate ca
acetonitrile/ cix b% hous preci x.tate which forms is filtered off, washed vnth
EXAMPLE 11. petroleum et (b ﬁgepan 609|03)Q§1d tixalvat ianso Adotittdiial - 40
15 g (0.05 nol) 1ofg (mommydfrmk- iethexysberiz Re Beidrtdworyed 40 diehwoidychipdezani de i n 350
40 15 macesfdu? © pleEsample 42 >4anﬁ1treafd althz@ % vtmwhﬂ ol ut¥on of

~t

h
sodi um et ho :;::eg;:;ed;“ ST A ¥, fo 0.053 ml
of sodium rret y]l Sendyl] dMBJ,ﬂz e which mel qu&enzene

sol ution of Ireq blealmg/frerﬂ\Keﬂ'BIdﬂgtite)ﬁ‘:lﬂ'leﬂ(;)et—r&em*ﬁﬂ@f)o pr opane derived
from 15 g (Q.068 rml) of 1- (N benzyl - N-net hyl - am no) - 2- chl or o- prgpane 45

hydr ochi®r I deVadgBFEETE) 1t He NHAGIH SOt et AR Snyfrhia@iye 1173 g of

an oil. diethoxy-benzamide are converted to the hydrochloride addition salt using ethanolic
45 B) hy@hgen phiode s@d this is reduced in ethandllvéth@i ¢ yf 19r @d oot pa(ﬂﬁdupwart A of this

Ex I t ‘fr'i'ecalll? g g f E t° g“’e 116 g d
ac 2:)? d ? r?a atS O lgg %HLPCQZY§E§E qu?é%‘@-l ‘lﬁff cbleids QOprF fing ipﬂ%} ro g%l“l

carbon cat al yst. ydr ogenat i ongpm@edugt i s rendered al kal i ne and
extracted int&) mepreparetoha‘rthesﬁ’tezgwhm extract |s washed with water, dried
over sodi um sul dyvaaillip Gdded to 128 thqfa{oessm ken to
Griness e BRI SUREL BERE G A

sol ution of 1 sugm haia E-SuB 20K d) the 4Hurbls s@frecdsd QﬂéatedThe
precipitate tzhateﬁux for 14 houisorthafsvolasle fcoxh;toeansohmﬂrrsqllewvas he:ti thm rtshiuetsher and

crystal |i zed ygl?t@trweﬁéw A The| Fr exiract is sepa
T3 (2ot ny L TR ﬁfggt g A ‘é‘%‘ﬁ%@ Ef :
met hoxy- benzaﬂg Qt@x Erﬂﬁ:@,ﬁh & 59 ARk 5 givd @ 118ferr] C

W th sinter- m8hoxy-3 —propoxy-bamgdmde bl afléngrppinCi0°—52° C.
1, 032, 880 A solution of 34 g of potassium permanganate in 550 ml of water i

h 22 g (012 l)f4-t s
A) The eparﬁfi TcsisHEe)s c&x}}%‘ fg;%%ﬁf“raﬁ“s‘ﬁﬁf‘im P AN thcmﬁd,‘éiyn 55 g (0. 059
nol ) of X YethdOR stredBhd Bo8ed IndeF HAOXDor DN BRI A cholkd.

300 nml of chl tr per bewn pemaun hebrdxitle 2s ardﬂedofntnathQEH e 10. Tbn tlarks blowt sodids of sodi um

met hoxi de e ﬁltgredo B? 2% %atewmh fo;g\n@@ \faﬁ @mtehgle ﬂq)hfoaz mol of
sodi um thOX éz)n l?’\rfv‘a%erltw{ f 4-metho -Bé)rop nﬁﬁ tin, LQ}O b?flzene

solutlon of 1% il-ma hy-amno
derived from 18 IDSQ ((0(091)13‘161) piod-etixfxy-3-plnpoxy bnmt amrmed}auhhlhmyb pr opane

hydr ochl or defmgte tht'eg ?dh?olggg %‘gi? ef?ﬁgﬂ? roxy—fA>nzy melt}}?yﬁg }.ﬂéé t ?J? give 20 g

of N 50 19.8 g of N-(4-hydroxy-benzyl)-4-methoxy-3-propoxy-benzamide which melts at 50
170°—172° C. after recrystallization from ethanol /water.
22 g (0.07 mol) of N-(4-hydroxy-benzyl)-4-methoxy-3-propoxy-benzamide in 500
m! of chioro-benzene and 17.2 ml of a 25 per cent solution of sodium methoxide (by
weight) in methanol (equivalent to 0.075 mol of sodium methoxide) when treated with
55 a 250 ml of chloro-benzene solution of 1-chloro-2-(N-benzyl-N-methyl-amino)-ethane 55
[derived from 22.2 g (0.096 mol) of 1-chloro-2- ~(N-benzyl-N-methyl-amino}-ethane
hydrochloride according to the procedure of Example 2 A] gives 17.5 g of N-[4-[2-
(N - benzyl - N - methyl - amino) - ethoxy] - benzyl] - 4 - methoxy - 3 - propoxy-
benzamide which melts at 124°—125° C, after recrystallization from acetone/ether.




[4 - [2 - (N- benzyl - N- nethyl - amno) - 1 (and 2) - nethyl - ethoxy]

- benzyl] - 10 4- met hoxy- 3- pr opoxy- benzam de which nelts at
63[err]-65[err]l C after recrystallization. 10 from
et her/ (petrol eum et her). B) The process: 18 g

(0.038 nol) of N-[4-[2-(N-benzyl-Nnmethyl-amno)-1 (and 2) - nethyl -

et hoxy] - benzyl] - 4 - nmethoxy - 3 - propoxy - benzam de (as the

hydr ochl ori de) 15 are reduced W|th hydr ogen and pal | adi um on- car bon
accordi ng_to the proceduce of 15 1032880 Example 1B to givE 13 g of
N-[ 4- (2- met hygyamizngreddsand 2) - met hyl - et hoxy] - benzyl]

4- met hoxy- 3- propbf(ygbe(nﬁumxdré) hefd o€ [ 02 d(éI mhnzyh Nelmeshy‘a{amm)-

-benz ghoxy-3-propoxy-benz qn
étS ﬁgﬁ:ﬂr } 5‘33 ﬁz Sg‘:; thanohc y%rlggen chloride and the ;r;gmc(fﬁr ¥§e éﬂ rrziluc%? in et anol Wlthé(ANPl.éE 13.

g of 10 per cent palladium-on-carbon according to the procedure of Example 2B
20 (1) give 10 g of N-[4-(2-methylaminoethoxy)-benzyl}-4-methoxy-3- propoxy—benzamlde
20 hydrochlorid) whidhemgls epBSIS%t-E—il@ﬁ Q bftdr herystblbizationnigonnaceeniiridd. |

59 g (0.19 nol) of N-(4-hydroxyben 3 4-di et hoxy-benzamde in 1.5 litres

of Ghl, ; - henzene, an %ﬁ, of a 25 per cent solution of sodium
A 4

met hoxi de ( by )weogge 84 mol)Z{)?34 dlprgpo*ycbemfcham%c&ﬁetwmhemd dRrif 1981901 of

sodi um net hoxmdg)hxoaylehlbmdeatcedxmta the aro@ddxr:lbﬁ Emmple 12%nd the aahf chioride

1- (N- benzyl - Ng rreqtqd vithy 2 5d9-0 l°6r4d2 ® thyi-a mpi\ftﬂrr%@ fzvl

chl or o- benze& “‘° °m_“e[7f°mp acc" 8cﬁe§g ! etﬁp gﬁzﬁ?ﬁ Jof

CNZ
1- (N-bensgyl enﬁfﬂd@%}xrc m@lﬂla%s@—m@gm& recrystallxzatlon from b&lgdh hl oni de
accordi ng to(pdmlemamenure of Exanple 4(1) Ato give 79.4 ¢ of N-

[4 - [2 - (N - %nzync - N- nmethyl - amno) - 1 (and 2) - nethyl - ethoxy -
benzyl ] - 83 1%mar) & 1@; gﬁ@ BEAA A, I.Mh&)-mﬁxy'] el 24

S2[err]-54] erd‘drop%;ﬁy-& JaBlde QE TS ¢hforitid) Ofite T fe@Btd  witBO hydroger @é'/ (petrol eum
et her). 20 palladium-on-carbon catalyst according to the procedure of Example 1 B) to give 20 30

B) The process:< B60 [4-C2- ethg¥y)-benzyl]-3,4-dipropoxy-benzamide hydro-
D T e
et hoxy] - benzyl ] - 3, 4- di et hoxy- benzaggafige(@s t he hydrochl ori de) are reduced

wth A) Trayapoagienofakdapig hadtidm on- car bon according to the process
of Examzﬁe 1B t3é£5 @é mol) ef? - dwth%cz-Nsﬂggm ,E, m,h? SQW@f 1 (land

2) - met hyl - en to ufg 1?{ h are freated Wl&%g

hydr ochl ori dE{o @-cmtm.'k{h Ryt beatj Qi ordaé 16 fthel SH6dedi® al I i zati on
from of Exara_piet40(ri}§‘/ at biexr 19.97Igeof OFyf S-IIZi(N—bEmQI Ne-leweyl-raige-edibxy] -

N-[ 4-[ 23feth eagi] é djetho q?‘E‘YW| melts at 60°-—62° C. after recrystallization 30

et hoxy] - benzyfI2 & i/(Eﬁ \? benzani de hydrochl oride is obtained by

di ssol vi ng sagyd T#e process hydrochl ori de in water and addi ng anmoni um

hydr oxi de until| 1tkheg (932 Snol)Oof mﬁe[2-(N-Hdhzyl-N-b@-ymh@#eﬂxoiymatnzﬂpsm are filtered
of f and alr cﬁ”}é’dﬂ"‘@z “\? (a8 &ki ?‘?ﬁ‘f@r}% m gg‘l ed % ‘:§°ﬂ4011512ﬂ$15 .5

met hy| - ¢ hox el Peifd iHSHdE ehich

104[err] - 106[:3&1:& ht ﬁ7°-aﬁ§8€ rC after recrysta)lrlxzatlorf & Y&t rn 1 L&ark) Onlf

acet one/ et her. 2 of N- 14 (2- et hyI am no- 1 (and

2) - net hyl - et h&xyjl. reen%,yh%%d?; A tz mc”pﬁé E benzam de hydrochl ori de
are recrystal T 466, Glo0 s JHN-Olbeh L E SRR ARak AR LAy SE sl &350 45

t hus obt ai nededee:thﬁQ:ExyzSﬂeahdl 1Z€eeh! bid Efpdﬂﬁfn&scfhftx@zﬂbﬂsﬁdlﬁlﬂ(ﬂﬁﬂx e®p give 0.5 ¢

of N-[4-(2- mefght) in metharol (equlwbnthyl()@ﬁi ol & -spditni ykthexidaDix yiestisiewidyd |

-3, 4-di et hOX}2 e?-kl‘ﬁ enz gsggﬁ %—bmz N—met yl—ammo)-Z—chququxppan poi nt
der 8 ; -be, - .
165[ err ]y 167[1@&0 hloride &dﬁ% %Sthé%l ram@ég t’hljtg(%giné %'g%ﬂ CI‘I bed in
rr

t he preced| ng paragraph nelts a 120 err

recrystallizaBi difeftroom: (et hyl acet ate)/ether/ ( pet r ol eum et her).
50 (2) The oily product of part A of this Example, as the hydrochloride salt, is reduced

with hydrogen according to the procedure given in Example m Igiém—on-
50 carbon catalyst. The hydrogenation product is rendered alka lgg into

A) The poepar dilier. OFhe @thert di@act fs &ahed gt ®dt&) dritll over sodium sulphate, filtered and5. 5 59 (0. 55
nol ) of 4-hy d‘lhb)ﬁ tsemlzealtd éh’?@’e 'ﬂn r@@bal il loﬁlssmhkcbmoetlbe aEkemEed nda

131 m of a % f etken dTheraresivichip thiatle i n
SUREE - T F S, B R o
reacted ®i th raetm& uénzahﬁldeafxal é\i-uhydﬁﬁ: meltmg pomt 116°—~118° C,, with sinter- 55
benzyl - N- net hip$ stdd%fe) - 2- chl oro-propane in 1.5 litres of chl or o- benzene

derived from




160 g (0.68 nol) of |-(N-benzyl-N-nethyl-am no)-2-chl oro-propane

hydr ochl ori de according to the process of Exanple 1 Ato give
115.5 g of 4-[2-(N-benzyl - N-net hyl - am no)-Il[err]and

2) - met hyl - et hoxy] - benzal dehyde as a col ourTess oil of boiling point 60
66[errj~(:/0 1 nnt nlerr] = 1.5731. To this oil dissolved in 600 ml of
ethanbl ere are )

1, 032, 88 N : 13 added 270

nm of .13~ perlzcent amoni a_(ca 1.95 nob$PB32#% et hanol . The solution _is. stored
overnight at 4 C. and then hydrogenaggseit1200[err] C. and 1000 pounds per
square inch A) Thel}ﬁdpm@zo{loﬁté DG vstenbl: RANEY-nl ckel . The catal yst is

filtered off and tlﬁé E/(ﬂ(é fI}O@ 'hydeY'benzY ’§"3airr ‘%et“talﬂtd&g“ of f under
wat er vacugm ang’ feiek: 1“'@@ PFt ﬁntgo:rtrllmr!n:tho i esi

oi | is di SSO' vedid i hl& NLrﬁetﬁy[-ﬂﬁ cmt)m4[ err

5 W th eepdhe rder&bd)ﬁbzdetsarg (d,07smnot)mftlrbeuzymayiaqnnd-athlqmpmmur S. The
whi te anor phoush}'drochlonde apnorsisg Ptﬂ&%leociﬂ@mf ﬁ’fIE 40(11)fA e &k ] et her,

di ssol ved iOn etlﬁ rtl_ g hlzc‘m“;:%tslat }69@%4, 10(53( 3 éﬁz tion addqg
until the pH |sfr (pgt |e@g |s ta ryness an t he residue

crystallized from ethanol/(ethy acetate) to g| ve 60 g of 4-[ 2- (N-benzyl

10 N- met hyl Ba Imﬁﬂc S e ochI ori de of
nel ti ng poi nt 0358 }“3"52_ ‘ﬁ%\ﬁ?y E‘i 'fxef:%i}‘fg??l - hy%% )cent
sodi um hydgsoxi dgreis aﬁcﬁé&: i T gt B e A4

N- et hyl - am no) Eiamvktlmydo-gtyb hm)gy)} myr(z-yﬂethawrnxnel(dtdh9)€inﬁﬂtyhéthnxy]drgnzﬂ]ssoI ved in
50 m of-mgexyr3-RippoK-bepde &csdgll#ﬂ@hbgde The BElis P TH-1P6Y fsaftes extract ed
into ether. The &Pfayzeqes from ethagdlfether 5 washed with water, dried over
anhydr ous sodi um sul phate and the vOkgiMpl#£13.15 conponents are
distilled 2ff. The reS| duaI oil is treated according to the procedurezoof

ExarrplelBV\nthS 1& Sgﬁﬁ%ﬁ "A’WFH'IF n(}]%derlvedfromt74 of
3, 4-di et hOXy chloro— enz ﬂ)ceﬂrztg ﬁuﬁ?}i@ﬁfxﬂ Jé,v g' ve 12 g
of N-[4-[2-(Nbgnz 3k 1o 0.198 mol of sodlum methoxxde) are treated thh a solutxon

am no) - 1- nex hyl ofeuF(U blé-rlrz shiyltan@rof2-dilee-horape benkh tiree ofMyhloda-beredne s at2s

89[err]-90[ err] d?{ped f“’m 8. (% 5 F@Erﬁs‘f%ﬂ be ayrfﬂfﬁlytﬂtgﬁ;éf’g‘g roI eum

rochlonde according to theé procedure of

ether). 4. [2 benzyl - N - methyl d 2)- el et £ _process:
Hydr ogenati on of3 4N 'dte&-lé(y-b:rgamde @I&echynta%ntl%? 20-§3¢ C) a‘iéi yctyestm(ii%amm

met hyl - 30 cdtripxyojeubehayl | - 3, 4- di et hoxy- benzam de (as the

hydr ochl ori de) ﬁ t}(g gacl | adi um on- carbon catal yst gives N - [4 -
(2 - ylamn By o 18T benzyP RGN dmifoR1/ and 2) - .

3, 4-di e£ oxy- be Iaﬂxam-dﬁlzﬁyﬂkﬂﬁ)ﬂﬂit@lbgﬁg%IEg‘szytﬂgeh}tdg)dgg;tdiﬁiﬂefegdceﬁ%er r] C

(_L

after recrystal llydr%n and palladlurrt trrlzratbprmpccfrrhcgnoetbhan@#s/oéﬁh@tple II' H}atocglvyst aI I | ne
free base g%bt aiy 'és A ymethyl-ethoxy]-bep ehopz anp

melts at 56] err]aceﬁyrtmé‘e %"ﬁi’ g fi’af R 47 -Sézaﬁcjt@ﬁernf)%&é%ﬁ&eﬁ oot b))

et her/ (petrol eUIﬁhe:iyﬂ‘l-ﬂifn)zyI] 3,4-diethoxy-benzamide hydrochloride is obtained by dissolving satd
EXAMPLE 15. 30 hydrochlayi deTinew ‘araactmgonnrmnmtnh@d@tnat fun néherraﬂ ey 1@l The

30 0 cgyals e ARG P @ﬁ!‘ég/to a0
sol ution of 29 g “éggﬁﬁ%m@zmﬂ;%,x oY Iene ox? GIe 'R gﬁ wat er .

The resulting tur blng nafxtqqn@-mahwangmnot@thy2)-methy1-ethoxﬁtueﬂzrmd, 4 ddtholy-5 hour at
50[err] C and tbh@mrﬁebydzc@mw@e [age !&FYS@B![RelrfFO}n L ml pinioprapyel andftlor erystalkhe
m xture i s®ractf F“‘ %o ngjfto ngeos g of N-[4-(2-

1- (N-benzy! - N- etiwhg ) ‘2'“5; r@a{b “ZZIE stallllel;te baa',g“i&mﬁﬁfjﬁm“?%e% g" of
h

boi | i ng poi nt 75fxeepxté<]ed18@ bz&ighiph @aeltd a5 120P3-122P &C. after—redrysaillBRion from (et
65.4 g (0. 34 nolayetayd)/ether/ getodqumethed- et hyl - am no) - propanol (2) in 300 M of

chl orof orm X\/ni crb)has been previously saturated with hydrogen chlori deSOare

treated ExAMPLE 14.
A) The preparation of the starting material :
65.5 g (0.55 mol) of 4-hydroxy-benzaldehyde in 600 ml of chloro-benzene and
131 ml of a 25 per cent solution (by weight) of sodium methoxide in methanol
55 (equivalent to 0.58 mol of sodium methoxide) are reacted with a solution of 1-(N- 55
benzyl-N-methyl-amino)-2-chloro-propane in 1.5 litres of chloro-benzene derived from
160 g (0.68 mol) of 1- (N-benzyl—N—methyl—ammo)-Z—chloro—propane hydrochloride
( according to the process of Example 1 A to give 115.5 g of 4- [2-(N-benzyl-N-methyl-
/ amino)-1fand 2)-methyl-ethoxy]-benzaldehyde as a colourless oil of boiling point
60 66° C./0.1 mm, np**=1.5731. To this oil dissolved in 600 ml of ethanol there are 60

—
p;_:;




at 4[err] C. over 1 hour with 32 m (52.5 g, 0.45 nol) of thionyl chloride.

After stirring at 4[err] C for an additional 3 hours, the volatile

conponen -S4 1d at steam

tenperature. The residual oil is crystallized from (ethyl acetate)/ . 40

ether to give 54 g of 1-(Nbenzyl-Nethyl-am no)-2-chloro-propane

hydr ochl ori de of nmelting point 105[err]-106[err] C.

31.5 g (0.1 nol) of N (4-hydroxy-benzyl)-3, 4-di et hoxy-benzam de in 600 m

of chl onobenzene and 24 rrhogfgg@ 25 per cent solution (by wei ght)

of sodi unrmethoxrde—45 - et hanof éc gui-vatent—to 0165 not—of—sodi um
5 mol) in ethanol. The solution is stored

met hoxi de) ar#sided f\H c onia (ga1
Deneyl- N bt byEBRG %égegqlqu@w BT R ) o

the corres- ponents are dntg’f Qcinfe mp{eﬁﬁdi'zd&ié eTiRf refEXanpl e 4 (1)
A to give 33 @looded Msiil oil is dissolved [r2300 bl loéarm elN-eétr ﬁﬁ 4samtpd)9t-41 C( and 5

2) - et hyl - eth é:tgf@né ’P Bﬂt& 19 l%ﬂ: gy f;gn occmls f Teh nelts at
S7[err]- 58| efﬁyﬁmgen AT R LA Hotnd Loy Fi“é‘t (P Al m 50

et her). the residue crystallized from ethanol /(ethyl acetate) to give 60 g of 4-]2-(N-benzyl-

50 10 eilfiybanpu@cesﬂlyl-ethoxy] —benzyl amine Jdhydro¢hlbriod ofmile)tmgfpomt 10

l\l—[4[2(l\|—be2f’i§rl-23€9 9 Eﬁ‘% d@ ;}é
1 24
benay - 5. 4-0, T @%3.}? ﬁlﬁs{% e e e with
hydr ogen of wat P Por@€ & Qk cagutt@ethéaefrwalceedure of
Exanpl e 16B t Oexgthovés \i&@h \ﬂfh \ﬁ&r, drled oidr [arhyfl rﬁusabth aulpha-atd (tmrvdlatile 15

2) - net hyl - et h@mfnﬂﬂ 1183 'Hlileelle gl agrardj eslure of
chl ori de whi ('TQ“,,L ?I qﬁﬁ; g “@Zﬁﬁ;ﬂf}y ﬁihﬁﬁ,{llo 113 C.

e

and )an{e hy tHe z cf;e_rt HN@keltsOht 89°—90°

acet oni t2oi | e/ etah&rr)crystalhzatmn from ether (p'fﬂtmeufnakhlex()vm ng Exanmpl e illustrates0

phar maceuti cal prep rations containing the novel derivatives
provi ded by the % Jﬁ Qﬁo ot N - [4 - [2 - (N - benzyF N - methyl - amig BT

1, 032, 880 ethoxy|-benzyl]-3,4-diethoxy-benzamide (as the hydrochloride) us A

TabI et f or nmul athom reatalyst glves N - [4 Eamhmbtamxmmnomt-aneﬂsl -1 §bxy- b:cﬁzylil-

[ 4- (2- néBhy| aht-fietheyh ndc h&h melts at 178° 188 ﬁoxfy‘«rts ?{ de 25
hydr ochl ori delB r° \:fé 0 teptfseﬁg 0 eth g
AM JEL BO11 aa ethed) |um stearate has a to t of 410 ng.

5 5| tory f or mul atExmpLE 15 Each supp05| tory contains
210 ¢ Of30N-[ 4A) 2

di et hoxy- benzg}%ﬁ@?ﬁ,{ﬁ%ﬁ}%ﬁnﬁé lwr?? sul Wﬁfﬁiﬁﬁ ofz % . b3eoesmx

pol yoxyet hyl eqgied for 0.5 hour de 36 CSA eh 3 20mARDI 8¢ €, T zagms 2
and 1075[ er r | miafurenis frgyibretyedigillydow |ziverthids ofﬂ@(N-bCMYsNeawhanGQO)ﬁmganas a t ot al
wei ght 66 1.4® %Sa colourless oil of bo11mg point 75°—82° C./1.5 mm, np*®=1.5085

C oparent et al of M AEDHT oo 1r£§;§yi;ﬁ‘ﬁéﬁkﬁm T S bt ac o
(g

contains 25 ng 4@ £l@:45 mol) of thionyl chloride. After stirring
et hoxy) - benzydt4° &, for e etdhionsy 3 lhamsz adeaxhh bpoedy o¢ distiledoftiundertverer f or

d h d lig
2 e S L -
y

N-[ 4- ( 2- met hyl amr30z &l ih@xly bt ﬁe(m-ll)drdxy bénzfl)-3,4-diethoxy-berdhrSli X400 Banz am de
hydr ochl or | deghlop®enzeng a0d 24 at bios @3 p&Genrgolaion Clyr weight) af eddivamdettiddide
in methanot (equlvalent to 0.105 mol of sodium methoxide) are reacted with 1-(N- 45
benzyl-N-ethyl-amino)-2-chloro-propane obtained from 24.8 g (0.1 mol) of the corres-
ponding hydrochloride by the procedure of Example 4 (1) A to give 33 g of N-[4-
[2-(N-benzyl-N-ethyl-amino)-1 (and 2)-methyl-ethoxy]-benzyl]-3,4-diethoxy-benz~
amide which melts at 57°—58° C, after recrystallization from ether/(petroleum
50 ether). 50

B) The process:

15 g (0.03 mol) of N-[4-[2-(N-benzyl-N-ethyl-amino)-1 (and 2)-methyl-ethoxy]-
benzyl]-3,4-diethoxy-benzamide (as the hydrochloride) are reduced with hydrogen
and palladium-on-carbon according to the procedure of Example 1B to give 10 g of

55 N—[4~[2—ethy1ammo—1 (and 2)-methyl-ethoxy]-benzyl]-3,4- dlethoxy—benzamxde hydro- 55

chloride which exist in two crystalline forms of meltmg point 110—113° C. and
145°—147° C. (from acetone/ether or acetonitrile/ether).

The following Example illustrates pharmaceutical preparations containing the
novel derivatives provided by the invention:



ng of talc, and has a total net weight of 360 ny. It will be

appreciated that the term'lower alkyl' is used in the foregoi ng.des- 20
cription and in _the clains appended hereto to include straight- _and
branched-chain 20 al kyl groups containing not nore than-seven
carbon atons (e.g. nethyl, ethyl, propyl, i sopropyl, butyld:
tertbutyl, hexyl and heptyl). It will simlarly be appreciaté\d t hg@¥ the
terns 'l ower al koxy' and 'lower carboxy-alkyl' include al koxy -and -

' car boxy- al k){l' groups cont ai io??ssHOt nmore than seven and ei ght
car bon atons_iespecLuLelgg_lhe—LeLm—zg’—’i—haLagen;-&peMFeaH—y-Fel ates
to iodine, brong n(;ab?r fchl orine, wtMExeMpeel&tter two being 25 ° -
preferred. . et formylpifoy AIMI S, - . ounds of
the fornul a diethE;Ch table contam\s/\EIOS:L mg o# §1- [4-(2&%%1anungf—eggy2;%z’yzd x,n-Wh erein

-henzamide hydrochloride, 202 mg of la m
Rlerr], R=zrr] oa %’fﬁiﬁﬁ:ﬂn eaﬁé@%hgr BiPdaRmf Steardte @Mﬁs-aaitléb’\beigf 6UQO aigd onesof
Rlerr] and R err] repre- 30 sents a hydrogen atom and the ot her

it t R i
represents a hyur Qe e g mtind Q16,3 N4 2 methytamino e Benay 18121 ¢
adaditron salts dﬁcmo y-uc..lﬁgide hydrochloride, 30 of benzocaine, 96 mg of polyoxyethylene-

N-[ 4- (2- et hy| qp0) R&bifh ROXBkark) 8 Ziglof wititedbedhvaita d)mf/'SLlBﬁﬁaﬁrﬁ cagbn@ci d addin
tion salt 40t herseohte, aBbhas a total weightof3)45l - [4 - (2 -Pnethylamino - 1 - Hethyl
- ethoxy) - berltzyl - %,4 -ldi et hoxy- 35 benzam de and acid
addi tion salts th&fFgyps formulation

! of parenteral formula:ciép ccmtains [Zg m (o? N-[4- Lﬂ)ﬁk’m&o - 2 h
met hyl - et hoX)ethozy) &Bﬂyg,f-dieth&;yébenzaﬂiﬂeh}hﬁﬁéMoride anc% water fo:ggfé&ﬂﬁnqd&adand acid
addition salts ltikreof. 5) A mxture of the derivatives set

forth in cPai nsP3Capestlormtption . 6) _/ﬁgg{gg Geuthcal rygf_?ka.t i ofp

conprising One_&&ho@ﬁe&zaﬂdefk goc&ﬁ)lﬁge\,}ggd OXE f se, 50-mg of corn starcxllf dfy 1N claim1

i n adm xture Wihgdof @l Hiad 4 thrhief bt BA8@Uhd. Cal carrier. 7) A

process for the manwilalet appecigéd thirethel egrm \inwir\atksl ssedsedf mrthd foregoing desm 1, whi ch

process c@fpri s‘ﬁ%‘;‘ﬁ fl de Flﬁngglaﬁ’f*s wpended hergsy tor ﬁ@“@dﬂgﬁ?“t r}‘t’aﬂzheé‘lch comgdund
isopf3p !

ontaining not more than sever”carbon atoms

met propy
of the QBFR, tersbutyl, hexyl and heptyl). It will similaly be appi:’g?tllydi, that the
14 terms ‘lower alkoxy’ and ‘lower carboxy-alilyl’ Oidelud® Glkoxy and ‘carboxy-alkyl’
EXAMPLE 16, groups covainifiglpbtartioré trskeatand pight carbon atoms respec@@lyhThet gl e cont ai ns
100 Ny 3? N- rglr%%%;e _SEFélflﬁyjl g}ﬂeﬁ&)_ @fhﬁ%)PWn-mﬁé’ﬁ flg)?r]n_e,gvylﬂx_ the latter two being 25
di et hoxy- benzam d&eyhix€ree i atiide, 202 ng of | actose, 80 ng of corn starch,
20 ng 1) Compounds of the formula
R2
Rl-Ni-oi
TRRTVEN 2N #0
H—0-+ O —NH—
“3/0 N’ C!H2 NH: C\./.\.
R i
.\./ .\034
or®
30 wherein R?, R* and R® each represent a lower-alkyl group and one of R? and R? repre- 30

sents a hydrogen atom and the other represents a hydrogen atom or a lower-alkyl
group, and acid addition salts thereof.
2) N-[4-(2-methylamino-ethoxy)-benzyl]-3,4-diethoxy-benzamide and acid addi-
tion salts thereof.
35 3) N - [4 - (2 - methylamino - 1 - methyl - ethoxy) - benzyl] - 3,4 - diethoxy- 35
benzamide and acid addition salts thereof.
4) N - [4 - (2 - methylamino - 2 - methyl - ethoxy) - benzyl] - 3,4 - diethoxy-
benzamide and acid addition salts thereof.
5) A mixture of the derivatives set forth in claims 3 and 4.
40 6) A pharmaceutical preparation comprising one or more of the derivatives set 40
forth in claim 1 in admixture with a compatible pharmaceutical carrier,
7) A process for the manufacture of the derivatives set forth in claim 1, which
process comprises replacing or converting the substituent Z of a compound of the

formula
iz
2-CH_ -
5 /cx{—o—-(_=>--cﬂz—mz—c’o N
R '
45 ] 45



5 of AMJEL BO1l1 and 8 ng of calciumstearate, and has a total-weight
of 410 nyg. 5 B. Suppository fornul ation /< Ea i
suppository contains 210 g of N [4-(2-nethyl am no-et hoxy)-benzyk].-~3

di et hoxy- benzam de hydrochl oride, 30 ng of benzocaine, 96 ng of ‘--/

pol yoxyet hyl ene- (20) sorbitan m)lgg%s%ate 39 ng of whi te beeswax

and 1075[err] _of._p.r_o.pyl..e_n.e_glgmo and has’a total P

wei ght of 1.45 g. l - EXAMPLE 16. 10 =« K
ulation

Contarenteral | g; Y E*bgjff’"" L g e ;,%.Q,Ee%hfosl;)-bin%;;rglﬁt on

cthoxy) - benzyl - SSHRlle Eﬁ@i@rrb Sl B e B R e

injection gQ.s.

15 “Lac qﬁw,r ér 'Bm 00,19 91,

[ 4- (2- et hy| ami noggh MR IR AL) gzde, 36 g o benzoé@f‘?f‘

hydrochl ori de, 20@oy®rithn MRS 39 omhlg]gbeéﬁﬂé'xrhn§ 1@" f)hp ycol mono—
talc, and hald a t otasde, weithawetrorgmexghf of386 gny. W |

appreci ated that the tererm”  alkyl' is used in the foregor ng des- 20
Ffi5o ;ff,’?&
ddt

cription and in the g £ G050 cdoflick 18! M g%f%& 219051 A0
branched-chai n  2&thoxy)-benzyl}- hox@HbeHA§HSid Byt cdhl6Hida Gin

t%f 5
D Capsul es for rrul ati on

ny Ofms

Qhte E Np.sSgyen
carbon atons_(e.gl methyl, ethyl, propyl |sopropyl butyI

tertbutyl, hBxyl BndC st VP ”“¥ rl r eci at %t t he 15
t 1 4-12- -
terms 'l over al koalytho,@m@ﬁz%{ri@ﬁé’“diiﬁsﬁa %ogl,m[ lageo 2 rr{é § )
' car hoxy-al kyl' mgofzalc,agdmdpsotﬂﬁat“aigﬁtlongso nmore t han seven an el ght

car bon atom; res eg:tIt e aifﬂreﬂateértmtzlée term ‘Toeg | afy m#ussbelcnhé lftuabiln desel at es
{5 Fodi ne.  HPom NG e TR S S 2 ceihan " o
preferred. zsopropyl b p'tyl) It will sumlarlygbe y’g&@éﬂ@{?&g of the
formul a terms ‘lower alkoxy and ‘lower carbpB#dllyl’ include alkoxy and ‘carboxy-alkyl’

OR 30 er e| gro 1{ oemo%e thagcke R @nd §ighs serhonyratqarsasseestively. [Theverm al ky|
group and O 5& Hiaal r&l?t s] to 1%ciweebromg)e or chlorine, withothe darter ‘Pf&?d%e’(‘i@en aom
and the ot her rep eswmsr WEydOegen atom or a | ower - al kyl group,
and acid addition sal)tGontphetedfihe formula 2)

N-[ 4- ( 2- met hyl am no--et hoxy) - benzzyl] 3, 4-di et hoxy-benzam de and aci d addi -
tion salts thereof. 35 3) N - [4 - (2 - methylamino - 1 - nethyl
- ethoxy) - benzyl] - 3,4 -nldwecrhog Lo benzani de and acid
addition salts thereof. o3 -4)=N"°H{‘Hh“" (A methylamno - 2 -

met hyl - ethoxy) - benzyl] - 3,4 - diethoxy- | | benzami de and acid
addition salts thereof. 5) A mxture “@whe derivatives set
forth in clainms 3 and 4. 40 6) A pharnmacediti cal preparation

g 2, O whRLEROR LRPRAGH XA 00 hiiy) ¢ and one of 17 0 RO S L0 1
i N admi Xt Ur €W t hsetes GORARELDk 6 B LR M trigeabnt CA b aribn aromm o 2 Jower ot 7) A0
process for the nanu, actaidedddontsdie deend vati ves set forth in claim1, which

process conpris es ﬁ{%ﬁ[ ﬁ@mehyleewornﬁgmlﬂréﬂmﬂmmdezané facig aéélrrpo und

of the 35 [4 - (2 - methylamino - 1 - methyl - ethoxy) - lgegiyf]] 3,4 - diethoxy- 35
benzam1de and acid addition salts thereof.
4) N - [4 - (2 - methylamino - 2 - methyl - ethoxy) - benzyl] - 3,4 - diethoxy-
benzamide and acid addition salts thereof.
5) A mixture of the derivatives set forth in claims 3 and 4.
40 6) A pharmaceutical preparation comprising one or more of the derivatives set 40
forth in claim 1 in admixture with a compatible pharmaceutical carrier.
7) A process for the manufacture of the derivatives set forth in claim 1, which
process comprises replacing or converting the substituent Z of a compound of the

formula
:*?2
Z_CH,\ /w-——.\
CF"O— —CH ~NH—C .
7> Nt T2 NN
45 I 45

N7 Nor?
l 5
OR

RN A0 0



1, 032, 880 15 (wherein
Rlerr], Rerr], Rerr] and R err] have the significance given in claim1l
and-Z-represents—a————halogen atomor_a protected-am no group of the

formul a [err] i n which
Rlerr] has the significance given in claim1 and R err] represents a

hydr ogen atom 5 or a |lower-alkyl, |ower-al koxy or | ower carboxy-al kyl
group) by or into the group 5 Rlerr]-NH (in which R err] has

the significance.given in claiml)ydygeination, catalytic

debenzyl at'i'vrr—wmw. kg(e ;ingjn ?P°%1§i§1°aﬂ in dlaim 1 #pd Zepresents a

transform ng‘fm &

15

8) A process A B BAPR R e A ,OfV\flfeormell n a starting conpound in which
Z 10 represents a protectedkanm no group of {he second forrmula given in
that claim is 10 N\, _cdtal ytically d8benzyl ated by

hydr ogenol ysi s. N—”9)2A proc¥ss as 5ef forth in ciaim7, wherein

a starting conmpound in which Z represem@s a protected-an no group
of the third fmorhioh|Ri hgi the signifirarich givencih glaim 1 ksl R° represents hjdrqgényaend. 15

10) A prbeessa T TS S e R A g Sglound P ueed

I n 15 . debenz O%l}al‘ g}'gg ié é\'ﬁ <] élna! fég;rlh:(nz'n Gl'-f ggﬂr&l? trgxfsfaﬂngn th he t hl rd

formul a gi venphducth®hilicid addition salt. erein R err]| représents a | ower-al koxy

group. 8) A pibleps A spr Dukdsclam 3 etherfiorat darting coipaund i, whidhof ei n a

starti ngmconpfggg}gff‘%g Wﬁ\‘i‘%"ﬁm group of the spcande forraula eiel Bget dBnFi s afl nat ed
9

: . C deb y ogenolysis.
with an am ne ro é&zﬂﬁi o claim 7, wherein a starting compound in which Z

Rl err] - NH err jepresents a protected-amino group of the third formula given idOthat claim is i n which
Rl err] has theydsiygdi f1 cance given in claim]1. ) .~ 12). A process
as set fiorth jn ¥4 me@siseiionha dies, mhee gﬁ?%ﬁfxa “‘;:i‘dqftc'-}fﬁénllgsteplé

of preparing gﬁ?;l gﬂ;ﬁgﬁs&aa@ﬁﬁﬁﬁgﬁ? LESP Phef P BT PRI

4- hydr oxy-benzyl 1118 pt6cess as set forthWin cEirﬁZd\jV}&l'eKlOé(Marﬁbgb&hb&ddﬂ adwki@nzoyl hal i de

of t he formnmul mpresent® B halogen atom is aminated with an amine of the formula [ err ]

25 (wherein R err] and R[EIkl;] gave t he significance given %'On claim
1 and X ®tands for a hal ogen at ) and etherifying the resulting
conpound of t R&vhich RAEs &he significance given in claim 1. [err]

(wherein R er rt] Bhe pRpeessraf sendord it bleimss miglflkld@dqs;éeg-irnhgranﬂ mitgl ggpn 1) with a
hal i de of t heof preparing the starting compound used therein by reacting 4-hydroxy-benzyl amine

: with a dialkoxy-substituted benzoyl halide of the formula

J.

RO

O _ /A
c —
25 b o N,

='\_ont

—l 25
oRY

(wherein R* and R® have the significance given in claim 1 and X stands for a halogen

atom) and etherifying the resulting compound of the formula

TN
HO N’ CH2 NH,—G\/.\

i

.7 “ort

OR®

(wherein R* and R® have the significance given in claim 1) with a halide of the
30 formula 30

1 2
R\ ./R

— ~CH
Lo e
R%
(wherein R*, R? and R? have the significance given in claim 1 and X has the significance

given earlier in this claim). o .
13) A process as set forth in claim 8 which includes the further and initial steps

35 of preparing the starting compound used therein by reacting 4-hydroxy-benzaldehyde 35
with a halide of the third formula given in claim 12, condensing the resulting N,N-
disubstituted-aminoalkoxy-benzaldehyde of the formula

A AR



30 fornmul a

30 [err]

(wherein Rerr], Rerr] and R err] have the_significance given in claimJ]
and X has the significance given earlier inthis claim.

13) A process as set forth in claim8 which includes the further and
initial steps 35 of preparing the starting conpound used therein by
reacting 4-hydroxy-benzal dehyde 35 with a halide of the third

fornula giyen in claim12, condensipgle resulting N N .

di subst i t ut ed—amneatkexy-—benzatdehyde—ot—the—formta——316——

1, 032, 880 ] 5 [err] ) -
(wherein Rlerr], Rerr] and R errj\hav@ the significance given in claim1)
with anmonia in the ,/‘W‘&sefnzrz‘é“‘“&fm_lay{f'r—o@nmnd a hydrogenati on

catal yst and reacting the resuft i ng kEhzyl = am ne of the fornula

[err] ( ereir‘fhirz Ghd 'R el Eh]e ’sigrlx:\:iicearxclé]givg‘nng cliny 1 %vithhéa Vrgon}ar}xex el 9N! ficance
£ ah )

given in clai mpmenw_ yérofth @ hYdrogenation catalysSihRSbacd 3¢ Q¥dzyihal i de of
the first for minie@gf Hefornl cl ai m 12. A process” as set
forth in claim9 which includes the further and initial step of
preparing the starting conpound jased therein by reacting a conpound of the
second 10 formula given.in ctaim 12 »Lt.tka hal o-am de of the fogmula
10 | C peny  Sew0-L 3—CHy Wy v ] wher ei n
Rlerr], Rerr] and R[err]KEEVe t he S?gnifié&nce given in claiml, Rerr]
has the signifigaNGer, e and R* B o 4 'ﬁ‘éJn?e;glreZ iUl 1730 " RuRlI0] 11 cance
given in cl ai Mglgsimed benzoyl halide of thd Bt fAmidk @F&SS cidm 13t Torth 1n claim 10

whi ch i ncl udes t ha4f Arptdasy asasadfortiniirt ¢laida 9swidqh iddfudes the fucther pnde privial sy t he

starting mater i o [prepesigg] the yiaxtiag ?Pg’gg“;?é&é_gheﬁq‘:%;tﬁg?péﬁﬁ@°md of [the sfcprdst 0 15

formula given in claim 12 w. alo-amide
1 2
R AN /R
/N—CH\
r%-¢ oH-x
0 RS

wherein R?, R? and R® have the significance given in claim 1, R® has the significance
. given in claim 7 and X has the significance given in claim 12.
15) A process as set forth in claim 10 which includes the further and initial step
15 of preparing the starting material used therein by reacting a compound of the first 15
formula given in claim 2 in which Z represents a protected-amino group of the second
formula given therein with an alkyl haloformate of the formula

R60_¢#°
X
wherein R® represents a lower-alkoxy group and X has the significance given earlier.
20 16) A process as set forth in claim 11 which includes the further and initial step 20
of preparing the starting compound used therein by reacting a compound of the second
formula given in claim 12 with a haloalkyl paratoluenesulphonate of the formula

(wherein R? and R® have the significance given in claim 1 and X has the significance
25 given in claim 12), 25
17) A process as set forth in claim 11 which includes the further and initial step
of preparing the starting compound used therein in which R? and R® each represent
a hydrogen atom by reacting a compound of the second formula given in claim 12
with an ethylene dihalide.
30 18) A process for the manufacture of the derivatives set forth in claim 1, sub- 30
stantially as described with reference to Examples 1 to 15. )
19) Compounds of the formula given in claim 1, and acid addition salts thereof,
when manufactured by the process claimed in any one of claims 7 to 18 inclusive.
20) Compounds of the first formula given in claim 7, wherein Z represents a
35 protected-amino group of the second formula given in that claim.
20) N - [4-[2- (N - benzyl - N - methyl - amino) - ethoxy] - benzyl] - 3,4-
diethoxy-benzamide.

A AR



formula given in claim2 in which Z represents a protected-am no group of
t he second formula given therein wth an al kyl hal oformate of the
formul a [err]

wherein R err] represents a | ower-al koxy group and X has the significance
given earld er. 20 16) A process as set forth in claim11l which
includes the further and initial step 20 of preparing the
starting conmpound used therein by reacting a conpound of the second
formula given iniclaim12 with a hg3asdokyl parat ol uenesul phonat¥ of the

formul a [err]

(wherei'n R err] and R err] have“{ hgte%’tllﬂTAﬁE ¢ance .given in claiml1l and X has
t he significance 25 gi ER Hotfm@dnal.amo&lié)& Co., %

25 17) A process aéﬁ@%m%db$ﬂh in cIa|n111 whi ch includes the
further and initi al g —th t ng conpound used
therein in whi &ﬁ:‘:ﬁm%mww@m (IR %ﬁ"“’,@ nydr ogen at om
by reacting a conpound dﬁomtoh@vsadmdvhfch)mblxwge .n claim12

wi th an ethyl ene dihalide. 30 18) A process for the manufacture
of the derivatives set forth in claiml1, sub- stantially as
described with reference to Exanples 1 to 15. 19) Conpounds

of the formula given in claiml, and acid addition salts thereof,
when manufactured by the process clained in any one of clains 7 to 18

i ncl usive. 20) Conpounds of the first fornula given in claim
7, wherein Z represents a 35 pr ot ect ed-am no group of the second
formula given in that claim 200 N- [4 - [2 - (N - benzyl -
N - nmethyl - amino) - ethoxy] - benzyl] - 3, 4- . di et hoxy- benzami de.
1, 032, 880 17
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