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: methyl-morpholme with cocaine and anaesthat-
‘ising,” Here too the substance reacts funda-
-:menta!lly like berizedrine, . -
- With: ‘human beings doses of up to 25 mg
Der os give no detrimental effects, but cause a
definite deferment of fatigue; - In such doses
‘the: substirices prodirce no. stimulation, as ‘with
_pervetine and 1o irregular ‘thought changes; on
~the! contrary a’ very good power of coiicentra-~
tion. is afterwards ‘noticeable. ' With_ hi gher
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ydroxy - dlethylammehydmchlonde "The
3 a-_hquld b.p. at 12 mm. H,=138°C.
ydroehlonde crystallizes. from alcoholic

' B‘s\:@dmmonq acid and acetone; Mp. = 182° C,

' The 2-phenylmorpholine -
E -obtained- distills at 145° C. and 14 mm. Yield

¢ hydrochloric acid and acetone, Mp =

with 150 g of benzy.leth;anolamnn

ture.
B ammehydrobromxde

form, The solution is -dried and. the.
distilled: off. The" resldue_, w_' rif
ether, produces the crystalline
108° C. The hyds

alcoholic hydrochl on
'Mp =ca 200° C..(dec):
- EXAMPLE 'S H95

_ 2-pheny1h3-ethylmorph

-phmyl-l-keto-z-bmmobutane i¥° reattédl .
benzylethanolamme “and.- the- ammoketone '

_thus obvtamed s hydrogenaned in the foim of

settce of palladissd chasebau;s--'Thei-fésﬁlﬁx‘{g%_fl; }
phenyl-1 ~hydroxy-2-ethanclaminbbutaine: wis -
obtairied " as - the - hydrochloride of- Mp: e

melts .at 27° C,, the bioxalate' “obtained :
addition of an alcohohc solutionyof oxalic acld_
and . ether is readlly solublle"' i '
-melts at 90° C. -
- 1 g of the base was dlssolved in- 1.5 ¢es- of
concentrated sulphiwri ~acid, ‘the tem

rising -to_ca. 40°"( accoutit:of “thé
neutralization. Aff,
poured  over ice,
with éther, anid. re
alcoholi¢: solution:

& resi

of benzene, icare béing taken that
does not exceed 55 chzy

filtered off the next day%' 7 suction’ andwashed

with Benzene, The benzene solutioxf is shaken s1~30 s

700

- -C, (dec.). Thebmrmaﬂmedfromibmzée”_p o




ethereal solution is dried and the ether
2- (n}hydroxyphenyl)-nDrphoIine evapor ated. The residue produces crystals
of A -~ (:3- hydre anol - 2 -

(p- t01 yI) nor phol ine- hydrochl oride wth am noethane, prepared by the -
catal'yti ¢ hydro- al coholic hydrochloric acid, which are filtered genat i-an

of 1-(3- hydr oxyphenyl') - 1- ket 0- 2- 25 of f vmth suction and washed with * . :
acetone. et hanol am nnoet hane, is heated for 2 hours on 90 M. =181[err}.

C. Yield= 73%%f theory. - a vwatds’$ath with ten tinmes the quantity-
of EXANPLE 7.2 or3 times with water, dried S/8YosoddT 08tk kR 16l Howd & (i@%fhﬂdfo@ﬂ]&ﬁ ,ﬁ:}égr d.. '
' uced in

ani mal 3- phenyilph&e@qnt ﬂetbham;ﬂmqul s)ﬂ= rrmhqohdlftm‘lﬁe usiial v@i‘kﬁfgﬁ@&he hyaRiéh
vacuo. The r etsifigerys _ | f)%?hellﬂl( eyl-morpholine | ceysualtighe
alcoholic hydrochlonc acid -and

strongly alsk gﬁ‘g{l

rR ﬁmﬁ enyl. Y - e phZ)? i ne.

crys- " pragedivhesyl- B dinletbilhot@ieldUt, | S
filter ed Wi th 1§QJ th@ykbkmm:@xpe-mpdaaxy-
washed Wltli 5o yvlthlmolafb

i _t&yh&i Al

2- benzyl et hag 30 ' HHAGAED) have oa %ﬁl hI orl de-
obt ai ned f romh’&’ornh,etmyi:ea&mzke&m, Tl(epcmlyst xéAhaﬁdwm vl ﬁ;aﬂ.u@hm dmxy_
met hoxyphenyl. ﬁlw@dbpii)m@t Bugtie,. . they methangk: iy ngal'dlme]!lyl-dietmlammeSS" O'r The

two hours andevad & evater bk ofieh eflasio| Wt usonmgSo
soda sol ut | onaﬂﬂwwéo fm,. . %@m@ﬁc@@f WRE C Rﬁml‘ 03,51=dmmhyl-mdmﬂmm:bJ [0/ 1)

distilled. alkaling. g g“? Herftit ained wi th al cohollc n d¥o-
20 It is thensﬁlﬁkﬁm Gl;%lﬁl th ﬁ Er?’ iL. _ gy

i6on ¥

prepar at i 0gs 0 199 cjfesy ?1219@ t % r@d“ﬁr%dfﬂsdmdeld:l\mctm 0
t ut ed rmrpEoIE&lé mﬂﬁg‘zw% . hglrm Qf%g &,g -_ EQP’SQ@}CH '-?ogr '
e.

chloric ac:ldgheygp .
2- ( p- met hoxyp die)i- Whe' Rbi@del paeiu .51238[1e4(3£yy&1; "y‘i“i"}?hm"’*’,‘:;’_"‘z“_‘;th _
EXAVPLE 8. = 2= (r: Yl)-mOIPhOhne-h . may. be
2- ( p- hydr Oy Pl )hlﬂi ; :-‘lcfdr]%i“"h afe Bt‘éfdlla’3' -kgoeup or ‘an
al kyl 1 -"(p. my [«Oéyyﬁﬁgw«f Jéh ato- -es °’F é‘P‘Hﬂ@‘ Havi ng
from 1-5 car bon 105, ammmtmane ydrochzﬁy/sllﬂanﬁmlalaa@ toms,
[err]-and [er: r?splmsé-é Betderaphenv '%‘?; CH °°31 andg] ucedmvwcuo- The rwdue '
hydr oxyphegy! )2 LEKEL LN eITys 2 P?a@st Abd [err]
is a hydrog%_ D 15 Mg drbaeitheit & @" %1an ” 'ﬁ,m.ﬂeydm (ﬁvﬁ‘ L‘Jgglrﬁ‘ﬁ J

resi digglladidm M|z;ﬂshe®ub&éw-nm-ﬁdhoxy-

phenyl. washed Wlth Wafter, Mpt—177’° eld
: 35%. ofthqtheoreucal yield. . y1
"What, we claim ig:

1.' A process for the prepératxon of substx-

_phenyl) ~ 2-benzyl-ethanolaminoethane-hydro-
" ‘ chloride- obtained . from 2-phenyl-1-keto-1-(p-

;38  methoxyphenyl)-2-bromoethane by . reacting 100
- .with benzylethanolamine, are: bmled with 500 tuted morpholmes of the. general formu]a L
_ccs of 5% hydrochloric . acid." for . two -hours
© ‘and ‘after cooling, the solution is made alkaline o
o th.._caustuc sadm solution,. the base taken up /1 e
40 .the chloroform distilled, - _ Rg~HC6 gCH.Rl L
idue: eated with-alcoholic.hydro~ =~ o RaeHO5 - BGMR. i
o acid ..gives, the hydrochloride of -3- e 78 N/ -Rg i
i phenyl 2—(p-methoxypheny1)—morpholme of S S I e
145 ; BxampLE:8: ... _vhere R, isa phenyl res1due, which .may be -
S 2-(p—hydroxyphenyﬂ)-morphohne v subsmtuted by a_hydroxyl group or an atkyl

®.- hydroxy-phenyl)-1 -keto-z-ethanol-

hydroxyphmy(l)—l-kem-z-bromoethane by
(P ng, with .monoethanolamine is hydro-
geny -methanol in the presence.of palla-
“iymnat room_temperature. The methanol is
"distilled from the weakly acid reacting solu-

tion, and the hydrochloride of 2~(p-hydroxy-
) phmyl)—m?rzgl:lﬂolme of Mp —220° C. crystal-

¥he! -3-methy!l—m holme :

-B—phenyl-a—methyﬁ,ﬁl-dxhydroxs'-
ehydrochlonide,. . produced. {rom
E =_bromopmpxophmone by reaction. with. benzyl-

N :EN-.N..benzyl,— diethylaminehydrochloride, with
%5 - pall}admm and charcoal, are heated on a water-

HO—CH—-CH—N H—CH—-CH—-GH'\

B wheruan,R,,_R and R; havethé‘above- N
* stated mcanmgs,areu'eattedmﬂr acid. v Zx

-which ring closure is brought ‘-;ab%

o . -ethanolamine and: hydrogenation of the result-

sing+ B % :phenyl-i-methyl-8- -keto-B-hydroxy-  whick the starting material .is

-camed out ‘with cooslmg

.or alkoxy.residue, having' from :1—5. carbon. 105
.atoms, R, and R,.-are. hydrogen atoms. .or -
. phenyl or alkyI remdues and R, is a hydrogen

.atom or a phenyl residue, in. wlnch subsunned o
__dlethano'lammes of the general formula: .
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genated in net hanol
formul a di um at
the weakly acid reacting solu- tion,
110 55 phenyl)-nnrpholine of M.

gener al

I n the presence of

roomt enperature.

pal | a-
The net hanol

C. crystal-

di et hanol am nes of the -

Is distilled from
and the hydrochl oride of 2-(p-hy
=220[ err]

oSy
lizes out directly.§
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et hanol am m%&ﬁyﬂﬁ %@hﬁﬂ@&l [ﬁ) %he resgkm@mmﬂ ;d s tla|ned|
claim 2, 1 oo pept[ds ploducp he mydrodemitdd] innmet Izy:ﬁols[oeurphmklet- nsm MRmR Y
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di et hyl®
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distiligtion epd; the rehidtieni-(2,
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off with suction and washed with acetone,
Mp.=181° C. Yield=73% of theory
EXAMPLE 7.
3-pheny-l-Z-(p—methoxyphenyl)—morpholme.
50 g of 2-phenyl-1-hydroxy-1-(p-methoky-
phenyl) - 2-ethanolamino-ethane-hydrochloride
produced by hydrogenation in the presence of
palladium of 2-phenyl-1-keto-1-(p-methoxy-
phenyl) 2-benzyl-ethanolaminoethane-hydro-
chloride obtained from 2-phenyl-1-keto-1-(p-
methoxyphenyl)-2-bromoethane by reacting
with benzylethanolamine, are beiled with 500
ccs of 59 hydrochloric acid for two hours
and after cooling, the solution is made alkaline
with caustic seda solution, the base taken up

-in chloroform and the chloroform distilled.

The residue when treated with alcoholic hydro-
chloric acid gives the hydrochloride of 3-
phenyl ~ 2-(p-meﬂ10xypheny1)—morpholme of

Mp.=238° C
EXAMPLE 8.
2-(p-hydroxyphenyﬂ)—morphohne

1 - (p - hydroxy-phenyl)-1-keto-2-ethanol- -

aminoethane-hydrochloride obtained from 1-
(» - hydroxyphenyl)-1-keto-2-bromoethane by
reacting «vith monocethanolamine is hydro-
genated in methanol in the presence of palla-
dium at room temperature. The methanol is
distilled from the weakly acid reacting solu~
tion, and the hydrochloride of 2-(p-hydroxy—
phenyl)-morpholine of Mp.=220° C. crystal-
lizes oug directly.
EXAMPLE 9.
2-phenyl-3-methyl-morpholine.

10 g of B-phenyl-a-methyl-B,8'-dihydroxy-
dxethylammehydrochlomde, produced  from
bromopropiophenone by reaction with benzyl-

ethanolamine and hydrogenation of the result-

ing B - phenyl-e-methyl-B-keto-'-hydroxy-
N - benzyl - diethylaminehydrochloride with
palladium and charcoal, are heated on a water-

1 fltéed1 ﬁ 1ikitHl Jsikﬂ:&il, Tthd J:iethanol? 17s3 iZcBﬁxmethyl—dxethylamme

phenyl qésﬁgﬂﬁ
1723 e
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Q-8B 1)-niofphalinahydrochipriden widai Chn
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145 Ca is

ethanolamincethane, is heated for 2 hours on
a water bath with ten times the quantity of
209%- hydrochloric acid, filtered over anmmal
charcoal and reduced in vacuo. The residue

-diphepyl-B8dikewe {170 i S
%‘m@ﬁWt h.

bﬂﬁﬁ:unaybstltutef

dtan@ﬂne peduce[SPr] s
i?m reacti on]
E'la-t 345-&!methy1-morphohne =~ 11. -
amyéss as clalned in cl & m 1
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coyirechigric dcigy vehich gecifilipredt hgenatiop Lnfel a(»f?r-hb’droxyphenyl)-l—keto-z-

¢ acid

9Lerr]

is made strongly alkaline with ammonia, The =

base, 2-(m- ydroxyphenyl)-morphohne 5~
talhzes out, is filtered with suction q;y;xd
washed with water, Mpt.=177° C., yield

'35% of the theoretical yield.

What we claim is;—

1. A process for the preparation of subsn—
tuted morpholmes of the general formula

' / 1\
R4-HCE"  2CH-Ry

] \4/ 2 .

substituted by a hydroxyl group or an alkyl
or alkoxy residue, having from 1—$5 carbon
atoms, R, and R are hydrogen atoms or
phenyl or a.lkyl res1dues and R, is a hydrogen
atom or a phenyl residue, in wh1ch substituted
diethanolamines of the general formula

R, R,
l

R

95

100

‘where R, is a phenyl residue, which may be - -

105

110

HO—-CH—-CH—NH-—CH— H—-OH i

wherein R,, Ro, R, and R, have the abo‘_/e- '

stated meanings, are treated. w1th acid.

e N
Sow.

2. A process as claimed in claim 1, @n 7

which ring closure is brought * about thh o
. 1‘15

concentrated sulphuric acid thhout heztmg
3. A process as claimed in claim 2, in-

\ g

which the starting material is the free, su’osn- \
tuted diethanolamine and the reaction ™ is,

carried out with coolmg

1 A y " h . -
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7. A process as clained in any of the preceding clains, in which the
substituted [err] diethanol am ne used as staring materi al
i s obtained by reacting benzyl ethanol amine with 15 a-suitable hal ogenated
ket one and:catal ytic hydrogenati on of the reaction product. -8. A proce:
for the preparation of substi- = where [err] is a nono-hydroxy-phenyi-.

resi due tUted- nor phol i nes substantially as herein 12. 2-(p- hydroxy_.-.. . _-:_-":'jw

phenyl ) - maarphol i ne.. descri bed. :
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