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It has been found that the aromatic esters
of amino alcohols of the formula

R
/
[ R CHs—N
AN c/ \R
R/ \cm OH

o (B being hydrogen or alkyl) possess partic-
ularly good properties as products for local
ansesthesia. The alcohol bases used as start-
ing material are derived from aldehyde bases
by reduction for instance with sodium amal-

1= gam in slightly acetic acid solution, the said
aldehyde bases being obtained by condensa-
tion of aldehydes ofg the general formula

R\ '
/CHC OH
R

20

with formaldehyde and primary or secondary

aliphatic amines. By allowing aromatic acids
5 or derivatives, preferably acid chlorides, to
act upon the alcohol bases the esters are ob-
tained easily and with a good yield, said
esters forming well crystallized hydrochlo-
30 rides which are stable also in hot water.

Ezample 1

5.5 parts of 3-dimethylamino-2-dimethyl-
propane-1-ol (boiling point 166-168° C. at
5 760 mm.) are dissolved in 6 parts of chloro-
form and, yhile cooling, a solution of 6 parts
of benzoylchloride in a little chloroform is
added. The reaction product is then heated
for an hour to 40° C. and precipitated with
40 ether. .The precipitated hydrochloride is re-

(4]
o

crysfallized from isopropyl alcohol. The re-
action is illustrated as follows: .
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3-dimethylamino- 2-die- benzoylchloride
thyl-propane-1-o0l M
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CEj omo—oo—Q
;o 3-dimethylamino-2-dimethyl-1-benzoyl- 08

hydroxypropane hydrochloride

.- Example 2

. 5.5 parts of 8-dimethylamino-2-dimethyl-
propane-1-ol are dissolved in 6 partsof chloro- 0
form and a solution of 12 parts of p-nitroben-
zoylehloride is added. After having heated
for an hour to 40° C. the chloroform is re-
moved in vacuo and the residue is stirred
with ether until the salt becomes crystalline.
It is recrystallized from alcohol and melts at
180° C. 1 part of the product thus purified is
dissolved in 20 parts of water, 0.3 part of a
1% solution of palladium chloride is added 70
and the product is shaken with hydrogen un-
der pressure of 2 atmospheres. When about
220 cem. of hydrogen have been taken up, the
product is filtered and from the warm solu-
tion the base is precipitated with a solution
of sodium hydroxide. It crystallizes from
petrol-ether, its melting point being 79-80°
C. The crystalline hydrochloride with the
melting point of 93° C. is obtained therefrom
in the usual manner with alcoholic hydro-
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chloric acid and ether. The reactions are il-
~ 1ustrated as follows:

\ CH;
" CH; CH:+—N

,5 \o/ \CH3+01406—<:->—N01 =
’ /7 N\

CH;s CH:0H

3-dimethylamino-2-dimethyl- p-nitrobenzoyl-
propane-1-0l : chloride

10 CH
CH; / OHs

N /CHr—N\
o] . CH; +HCl
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3-dimethylamino-2-dimethyl-1-p-nitro-
benzoylhydroxypropane hydrochloride
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CH; CH:N
N AN

AN CH;3
CH, CH3;0—C

HCH-3H1 =

20 NO;

3-dimethylamino-2-dimethyl-1-p-
nitrobenzoylhydroxypropane hydrochloride
' ’ " CHj
CH,
N o/
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25 CH—N

N CH;
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3-dimethylamino-2-dimethyl-1-p-amino.
benzoylhydroxypropane hydrochloride
-30

- Ezample 3

4 parts of 3-diethylamino-2-dimethyl-pro-
. pane-1-ol (boiling point 90-91° C. at 12 mm.)
' are diluted with 5 parts of chloroform and
while cooling 6 parts of benzoylchloride are
added. The reaction product is left standing
for a few hours and then precipitated with
ether. The precipitated hydrochloride of 3-
diethylamino-2-dimethyl -1-benzoylhydroxy-
propane is recrystallized from absolute alco-
hol with an addition of ether and melts at
131-132° C. The reaction is illustrated as
follows:
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CH; CH3;0H
benzoylchloride
3-diethylamino-2-dimethyl-
propane-1-0l

50

CaHy
CH:—-N
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3-diethylamino-2-dimethyl-1-benzoyl-
hydroxypropane hydrochloride

Ezample 4

If a solution of 5.5 parts of p-nitrobenzoyl-
chloride in chloroform is added to4parts of
5 3-diethylamino-2-dimethyl-propane-i-ol, the

*HCI42H,0
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hydrochloride of 3-diethylamino-2-dimethyl-
1-p-nitrobenzoylhydroxypropane is formed
while heating. The reaction product is left
standing for a few hours, the compound is

« precipitated with ether and recrystallized

from’ isopropyl alcohol (melting point 160°
C.). 1 part of this product is dissolved in
15 parts of water and after the addition of
0.3 part of a 1% solution of palladium chlo-
ride and 0.1 part of animal charcoal hy-
drated under pressure of 2 atmospheres.
When the taking up of hydrogen is termi-
nated, the product is filtered and the solu-

- tion evaporated in vacuo. The residue is re-

crystallized from isopropyl alcohol. The 3-
diethylamino-2-dimethyl-1-p-aminobenzoyl-

. hydroxypropane hydrochloride melts at 195—

196° C. The reactions are illustrated as fol-
lows:
. CiHy
CHy CH:—N/
AN c/

4 Neieror CO—O—N 03 =

OHa/ . CH;—OH
. i nitrobenzoylchloride
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3-diethileamino-z-dimethyl-l-p-
nitrobenzoylhydroxypropane

hydrochloride
C2Hj
CH;  CH+N
\0/ N C:Hj3

CHa/ \CHz—- 0—CO— NH2 £

3-diethylamino-2-dimethyl-1-p-amino-
benzolyhydroxypropans hydrochloride

Example 5

To a solution of 4 parts of 8-dimethylami-
no-2-isopropyl-propane-1-ol in 5 parts of
chloroform is added slowly while cooling a
solution of 5 parts of p-nitrobenzoylchloride
in as little chloroform as possible. Within
the course of a few hours the hydrochloride
of 3-dimethylamino-2-isopropyl-1-p-nitro-
benzoyl-propane crystallizes in the shape of
slightly yellow needles melting at 174° C. In
the usual manner, preferably by catalytic hy-
dration, it may be transformed into the p-
amino compound melting at 95°° C. The
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hydrochloride of this base melts at 170-171°
C. The reactions are illustrated as follows:

3

Ezample 7
212 parts of 3-diethylamino-2-dimethyl-

CHy propane-1-ol are dissolved in 318 parts of
s - & OEN : chloroform and a solution of 246 parts of 70
o o +01co—QNo. - -o-nitrobenzoylchloride in 500 parts of chloro-
of “cmoH form is added _dr0§> by drop while cooling.
cx cH nitrobenzoylchloride After several hours’ standing the chloroform
: v is distilled off.  The hydrochloride of the
S-dimethylamine Zisopropyl- o-nitrobenzoic acid ester of diethylamino- 75
CH: dimethyl-propane remains as an oil easily
H  CHN soluble in water. By reduction with tin
t o . . . . - .
N - , HC chloride and hydrochloric acid the o-amino
N - compound is obtained in the usual manner, its o
15 /CH\H CHPO“CQO_NO’ hydrochloride crystallizes from acetone and Z°
CH:  CH: : : melts at 130° C. The reactions are illustrated
3- dimethylamino-2-sopropyl-1-p-nitro- as follows: )
benzoylhydroxypropane hydrochloride
CH; C:Hs
20 H  CH-N CHy_ /OH:—N‘ ‘ 35
o Nor, HOHsH:i= 9 C:Hi01C 0— -
o’ \cnr—o—co—C>—No: CHs  CHiOH NOs
OH;/ \CH: 3-diethylamino-2-dimethy)- o-nltrobenzoyl-‘
-dlmethylaﬁ:ino-%isopropyl-l- nitro- v propane-1-ol chlorida . 20
28 %enzoylhydmxypropane hydrochloride f ) CiH, ! » '
CH; ’ CH:\ /CH:—N\ ) , '
E  CH-N ! /o\ v CsH HCl
N New, HOI42H:0 CHy  OHr—0—00— ,‘95‘
30 or \CH,-O—COONﬂz ' : . Loy
on{ aa; 3-diethylamino-2-dimeéthyl-1-o-nitro- o
. benzoylhydroxypropane hydrochloride
ontosing droryrropane Ry arastionias. CoHts /
CH;s CH;—N ) 100
35 Example 6 >c< CiHs “HCl43H=
5 parts of benzoic acid and 5 parts of 8- CHy ., 'CH—~0-C
dimethylamino-2/dimethyl-propane-1-ol are -
kept for three hours under a continuous cur- thylamino.2-dimeth 1_1\ O ‘o
40 rent of dry hydrochloric acid gas at 100° C. - “'5 nitrobenzoyihydroxy- J0
The melted product is then taken up in water,  Propane hydrochloride /
the excess of benzoic acid removed with CeHs '
ether, the aqueous part of the solution of OHs = CH—N
sodium hydroxide made alkaline and treated o) CsH; ~HCI+2H:0
45 with ether. After drying the ether is re- R 110
moved, the unchanged starting base distilled o ,
off at 64° C. and 12 mm. pressure and after _ NH,
addition of alcoholic hydrochloric acid and Pk S e
ether the residue is obtained as hydrochlo- hydrochloride .
50 ride. The compound/ forms - colourless, Cla ' 115
silvery leaflets melting/at 158° C. The reac- - [ claim: - .
tion is illustrated as follows: - - 1. The esters of alcohol bases of the gen- =
A ;- eral formula : 4
CH; 7 ; R
55 OH -/CHT‘N< / N /CH7—N< 120
) CH:COOH-{-HCI- "Ng R
o’ Nomor T ' & Nemon
d‘;—gilglljeyt{ly]o%rg]iﬁ?l-gl henzoie acid hy%lgghloric
P cn where R represents hydrogen or an alkyl .
60 ? radical, R” representing an alkyl radical, and 13
O CH—N aromatic carboxylic acids containing a ben-
N CH; -HCI4+2H:0  zene nucleus, the new products forming well
CHY CH—0-CO crystallized hydrochlorides, which are stable
o S-dimethylamino-2-dlemthy L1bppeoy) in hot water and have very strong anaes‘the{/uc

hydroxypropane hydrochloride

properties.
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.- 2. The esters of alcohol bases of the gen-

eral formula
R

/
R\ /CH:——N\ )
5 . C R -
R Nemon
where R represents hydrogen or an alkyl
radical, R’ representing an alkyl radical, and
carboxylic- acids of the benzene series con-

- taining a nitro group or an amino group, the
new products forming well crystallized hy-
drochlorides which are stable in hot water,
and have very strong anwsthetic properties.

. 8. The compound 8-diethylamino-2-di-
7 methyl-1-p-amino-benzoylhydroxypropane,
which forms a well crystallized hydrochlo-
ride melting at 195-196° C., which is stable
in hot water, and which has very strong
anaesthetic properties.

4. The process for the manufacture of aro-
matic esters which consists in esterifying
alcohol bases of the general formula

R
5 R\C/CH:—N\
x Nomom
where R represents hydrogen or an alkyl
radical, R’ representing an alkyl radical,

0 with aromatic acids containing a benzene

nucleus.

5. The process for the manufacture of aro-
matic esters which consists in esterifying al-
cohol bases of the general formula

R

R I8

35

R’ CHs—N
Ny SN

R/ \CHnOH

40 R representing hydrogen or an alkyl radical,
R’ representing an alkyl radical, with car-
boxylic acids of the benzene series contain-
ing a nitro group or an amino group.

6. The process for the manufacture of aro-

45 matic esters which consists in esterifying
alcohol bases of the general formula

R

R’ /CH:—N<
N C R

R

50
R/ \C}IzOH

R representing hydrogen or an alkyl radical,

R’ representing hydrogen, with aromatic car-

boxylic acids containing a nitro-group, and
55 then reducing said nitro-group.

7. The process for the manufacture of 3-
diethylamino-2-dimethyl-1-p-aminobenzoyl -
hydroxypropane, which consists in esterify-
ing 3-diethylamino-2-dimethyl-propane-1-ol

60 with p-nitrobenzoylchloride and reduction of
the 38-diethylamino-2-dimethyl-1-p-nitroben-
zoylhydroxypropane.

In witness whereof I have hereunto set my

hand.
: CHARLES MANNICH.
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