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BERGne propane precipitated in the formof the free
in 4000m . of ether, and 10.2 base bg' addition
R CH — R CH
0 CH OH CH, .
OR' ’ OR! ’
II 11

where R! is hydrogen or a group readily
replaceable by hydrogen, such as for example
an acyl, aralkyl or alkyl group, R'! is hydro-
gen or an aralkyl residue and R has the
above stated meaning, followed by any neces-
sary replacement of R and R by hydrogen
atoms.

The reduction can be carried out for
example by -catalytic reduction, e.g. with
Raney nickel or with palladised charcoal;
chemical reduction,- for example, with
lithium/aluminium hydride or sodium boro-
hydride can also be used.

If in the above indicated formula III R?!
is an alkyl residue, this can be replaced by

[Price 4s. 6d.}

hydrogen by ether-splitting agents, for
example, by heating with hydrogen halides;
in this case the alcoholic hydroxyl group is
advantageously protected by acetylation, and
the splitting carried out using hydrobromic
acid in anhydrous glacial acetic acid or glacial
acetic acid/acetic anhydride. If in the above
formula III R! signifies an acyl residue, this
can be split off by treatment with acids. If
R and R are an aralkyl residue, th1s can
be removed by hydrogenolysis.

The compounds of the general formula II
used as starting material in this process can
be obtained in any desired way, for example
by substitution of the halogen atom of a

of aqueous

45

50
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EXAMPLE 67 Tabl et s
Each tabl et contains:- ,

1- (3, 5- Di hyd@®xyphenyl ) - 1- hydr oxy- 2-i sopropyl - &

am no- et han % Red . %gr% i z::
Lact ose, pu iy i’ g omT T
Mai ze starchY : HHN CH(CH.). 3.@ ny. r':n,
Fi nel y di spefBed silica °R' 5.6

Pol yvi nyl pyrrol fdone 0.6

Magnesi upherstReandoR'ehave the above stated mean-
; ings.
Vel gh{ The8 del(x)cticqpéan for example, be carried
out by catalytic reduction with Raney nickel
or with palladised charcoal. In the com-
pound V so obtained, the residue R* is, if

OR'
20 CE\ -  CHR
o
OR' .
VI

R, R* and R have the above stated mean-
ings. The reaction can be carried out in
the usual manner, for example at temperatures
between 0 and 100°C, preferably at 10—30°C

necessary, replaced by }mc_irqgen;ga_s described 15
under process 1.

3. Reaction of a compound of the formula
VI with isopropylamine or secondary amines
according to the following reaction scheme:

Rll

|
+HN

éHKKLh

— TIII

ment of R! and RY by hydrogen can be
effected as described under process 1.

4. Introduction of the isopropyl group into
compounds of the general formula

25 in aqueous alcoholic solution. The replace-
OR!
%
30 CH — CH — Ni,
OH
OR'
VII

in which R and R! have the above stated
for example by reduction of an isonitroso

OR!
R
¢ — C = NoH
[{}
0
OR'
VIII

meanings, which compounds can be obtained
ketone of the general formula

OR?
R
Red. OH —CH — N,
- [
on _
oR! )
VI

or by acid-splitting of an oxazolidone-2-compound of the general formula



6 920, 623 5.0 g. of 1- (3,5 -

D hydr oxyphenyl) - 1- passed through a screen of 1 mm nesh. 10

hydr oxy = 2 -—Tsopropytam o —ettrame sutphate 76 6—g—of -t he preparet———
granul ate were were m xed with 35.4 g. powdered |actose, conbined in a

m xer with a mxture of 1.°6.g. 25.0 g. of dried maize starch and 4.0 g.
finely finely dispensed silica, 8.0 g. of dried maize 5 dispersed silica,
triturated with a 5% al doholic starch an 34 g. nmagnesi um stearate, which

solution of 0.6 g—pelyvinyl pyrrolidone’an had heen passed througha
screen of 0.3 mm 15. pasggd through a screen of 1 mm nesh. The

m xture was pressed into aboug_1, 000 The granul ate was dried for about
24 hours +ablets, each weig 8?kﬂ?f__ﬁ in an _gi4 oven at about 60[err]C
and again 6 M —§£XANELﬁﬂ? _
2% Sol ution for inhalation _ g 1 10 nl. bottle contains:
1-(3,5-Di hydroxyphenyl)-1-hyd?oxy-2- i sopropyl am noet hane
sul phat e 200 ng. IX Sodi um pyrosul phite
1 ny. D sodi um salt of ethyl enedi am netetraacetic
aci d The replacement of R! by hydrogen can be toOth&Unvention are in association with 10 43C!
to pH 3 _eﬁecfied as de@bﬂfﬂf .h '_medealll’kcssd Inelter solid carriixi. In particular one may hlgp 10
introduction of the isopropylcgr can 1 tiipj e ve3 com-
m . 5 effected for example by react%l@c?rtﬂe ggl O&mﬁsigi %!&?ﬁeﬁ mﬁoﬁds%ﬁ in asso-
EXAMPLE 8 mary amine of the Formula VII with acetone, ciation with ‘suitible e;%letting adjuvants, for
and - catalytic reduction of the intermediate example, sugars, e.g. lactose or sucrose, lubri- 60
Schiff’s base to the compound I. cants, e.g. magnesium stearate and/or binders,
The new compounds according to the e.g. starch.
10 invention can be separated into their optically Where the compositions are intended for
active components by any desired method rectal administration, the pharmaceutical
e.g. by fractional crystallisation of their salis carrier will generally include a suppository 65
with optically active acids, such as dibenzoyl- base such as a glyceride.
or ditoluoyl-a-tartaric acid. Compositions for nasal administration may
15 The new 1 - (3,5 - dihydroxyphenyl) - 1- take the form of inhalations or sprays.
hydroxy - 2 - isopropylamino ethane or In compositions for parenteral administra-
propane are distinguished by a very good tion the pharmaceutical carrier is preferably 70
broncholytic effect and influence valvular dis-  sterile, pyrogen-free water or a parenterally
turbances of the heart in particularly favour- acceptable oil, and may include dispersing or
20 able manner. Compared to known, analogous suspending agents and/or physiological salts.
compounds, for example the known 1-(3,4- In order that the invention may be well
dihydroxyphenyl)-derivatives, they distinguish understood, the following examples are given 75
themselves in both fields of indication by a by way of illustration only:
better compatibility and a longer lasting
25 effect. With peroral application, they are ExaMPLE 1
better absorbed and they are more easily 1 - (3,5 - dihydroxyphenyl) - 1 - hydroxy-
administered. ~ Furthermore they possess 2 - isopropylamino - ethane sulphate 80
improved stability and are therefore more 59 g. of 1 - (3,5 - dihydroxy - phenyl)-
readily manufactured and more easily stored. 2 - isopropylamino - ethanone were dissolved
30 The new compounds according to the in 590 ml. of methanol and hydrogenated
invention may be administered in the form under pressure (5 atm) at room temperature
of salts with physiologically acceptable acids. in the presence of about 80 g. of Raney 85
Suitable acids which may be used are, for nickel. The absorption of hydrogen was
example, hydrochloric, hydrobromic, sul- completed after a few minutes. After filtering
35 phuric, phosphoric, fumaric, maleic, tartaric, off the catalyst with suction, the calculated
citric or succinic acid. amount of 20% alcoholic sulphuric acid was
The new compounds according to the added to the filtrate. The precipitated 90
invention, or their salts may be formulated crystallisate was filtered off and washed with
into pharmaceuticals together with a pharma- alcohol. For purification, the sulphate was
40 ceutical carrier or excipient; such composi- dissolved in water and filtered over iron-free
tions may be designed for oral, nasal, rectal carbon. The filtrate was then evaporated
or parenteral administration, in vacuo, and the residue taken up in alcohol. 95
Compositions for oral administration may The precipitate which crystallised out after
- be liquid, syrupy or solid. Thus, for example, standing was filtered with suction and washed
45 the compounds according to the invention may  with alcohol. After recrystallising from 90%
. be made up in an aqueous medium in the alcohol, 61 g. (83.2% of the theory) of 1-
form of suspension, emulsion or like (3,5 - dihydroxyphenyl) - 2 - isopropylamino- 100
formulation, said formulation also con- ethanol sulphate were obtained. M.pt. = 202—
taining, if desired, such adjuvants 203°C.
50 as suspending agents, dispersing agents, For the preparation of the free base, the
flavouring agents and/or sweetening agents. substance was dissolved in a little water and
One may also with advantage prepare solid neutralised with aqueous ammonia. The 105

formulations, for example powders, capsules
or dragees, in which the compounds according

crystalline precipitate which separated after
standing was filtered off with suction and



Each amp

oul e contains: -

1- (3, 5-di hydr oxyphenyl ) - 1 hydr oxy- 2-|sopropylan1no et hane
aThJ_'puaLc' 6—5—m o Sottum
pyrosul phite 0.1 5 Di sodi um
salt of ethyl enediam netetraacetic acid 0.5 ny. £ Sodi um
chl ori de p. a. 8.0 ny. ’ N 10 HCl1 to
pH 3.5 Distilled water to 1.0
m . 4 020623 920, 623
7 washed with water. M.pt. of the free base acid was filXAMAL EdSthe residue washed 60
Supposi t e0°Es 5 Each smppomxmteroy actﬁtomit/ahqnsél -1)11 After 5
- mother liquor, crystallisation —
1- (ﬁ 5 P‘ h% ,r OX} nyl)l- quur 8 X}}/ 2t agam akes%?li@ ecrystallisation the ’
am no-s£ a Sy a ino - ethane hydro- substance was ss n a little hot =-
Lact ose, ri¥mide butanol, filtered \ﬁiﬁx Edtion over charcoal 65
Supposi t or y base and then slowly precigfitaiéd gyith ether. Yield
a) ~ 3,5-dimethoxyphenyl-glyoxal 3.5 g.=62.8% of the theory. M.pt. of the
hydrobromide 184°C.
11.2 g. of selenium dioxide were dissolved
at 50—60°C in 60 ml. of dioxan and 2 ml ExAMPLE 3
10 of water. 18 g of 3,5-dimethoxy-aceto- 1 - (3,5 - dihydroxyphenyl) - 1 - hydroxy- 70
phenone were then added, and the mixture 2 - isopropylamino - ethane hydro-
heated at 100°C on a water bath for 8§ hours, bromide
allowed to stand at room temperature over-
night, filtered off from the separated selenium, a) 1 - (3,5 - dimethoxyphenyl) - 1 - hydroxy-
15 filtered with suction over charcoal and con- 2-bromoethane
centrated in vacuo. Water was poured over 50.5 g. of 3,5 - dimethoxy - «» - bromo- 75
the residue which was occasionally stirred acetophenone, 126 g. of aluminium iso-
until the initially brown oil had completely propoxide and 525 g. of isopropanol were
crystallised. The oil was recrystallised from heated under reflux with stirring for 3%
20 dioxan/petroleum ether: m.pt.=92°C, yield hours; the isopropanol was extensively dis-
16.0 g.=75% of the theory. tilled off and 200 ml. water added to the 80
residue. The aqueous solution was extracted
b) 1-(3,5-dimethoxyphenyl) - 1 - hydroxy- with ether, the ethereal phase dried and dis-
isopropylamino - ethane hydrochloride tilled. Yield 30 g.=59.5% of the theory,
b.pt. 143°C/0.1 mm.
2 g. of 3,5 - dimethoxyphenyl - glyoxal
25 and 7 g. of isopropylamine in 80 ml of ©b) 3,5-dimethoxyphenyl-ethylene oxide 85
methanol were maintained for half an hour A mixture of 28.5 g. of 1-(3,5-dimethoxy-
at 45—50°C and then hydrogenated under phenyl) - 1 - hydroxy - 2 - bromo - ethane,
normal conditions with Raney nickel. Almost 8.95 g. potassium hydroxide in 75 ml. of
2 mol. hydrogen were taken up. After filtering alcohol and 50 ml. of alcohol was stitred
30 with suction from the catalyst and distilling at room temperature for 15 minutes. 500 ml. 90
in vacuo the residue was taken up in ether. of water were then added and the epoxide
The hydrochloride can be precipitated with extracted with ether. The ethereal solution
ethereal hydrochloric acid and recrystallised was washed thrice with water, dried over
from methyl ethyl ketone/ether. Yield 1.7 potassium carbonate and distilled.  Yield
35 g.=65.5% of the theory, m.pt.=146°C. 6 g.=81.5% of the theory, b.pt. 112— 95
114°C/0.5 mm.
c) 1 - (3,5-dihydroxyphenyl)- 1 - hydroxy-
2-isopropylamino-ethane hydrobromide c) 1 -(3,5- dimethoxyphenyl) - 1 ~ hydroxy-
7 g. of 1 - (3,5 - dimethoxyphenyl) - 1- 2-isopropylamino-ethane hydrochloride
hydroxy - 2 - isopropylamino - ethane hydro- 5 g. of 3,5 - dimethoxyphenyl - ethylene
40 chloride and 70 ml. of acetic anhydride were oxide, 9.9 g. of isopropylamine and 100 ml. 100
beated for one hour under reflux on an oil of alcohol were heated in an autoclave at
bath. The reaction mixture was cooled, and 70°C for 5 hours and concentrated. The
25 ml. of 669 bhydrobromic acid added slowly residue was dissolved in methanol and pre-
with cooling at 20°C and the mixture heated cipitated with ethereal hydrochloric acid. It
45 on an oil bath under reflux for a further was recrystallised from methanol/ether. Yield 105
hour (interior temperature 105°C).  After 5.1 g.=66.5% of the theory, m.pt. = 147°C.
cooling, 70 ml. of acetic anhydride were added
with cooling at 20°C and then slowly 25 ml. &) 1 - (dihydroxyphenyl) - 1 - hydroxy - 2- -
of 66% hydrobromic acid, and the mixture isopropylamino - ethane hydrobromide )
again heated for one hour and under reflux was prepared as indicated in Example .
on an oil bath (interior temperature 105°C). 20). 110
The acid was distilled off from the reaction ExAMPLE 4
M mixture in_vacuo. 100 ml of 5% hydro- Optical resolution of 1 - (3,5 - dihydroxy-
bromic acid were added to the residue which phenyl) - 1 ~ hydroxy - 2 - isopropyl-
- 55 was warmed for one hour on a boiling water amino-ethane
bath. Charcoal was then added, the solution 95 g. of di - p - toluoyl - tartaric acid were 115

filtered with suction' and the filtrate concen-
trated in vacuo. The residue crystallised after
inoculation in glacial acetic acid, the acetic

heated under reflux with 52.3 g. of the racemic
base in 400 ml. of 509% iso-propanocl for half
an hour, until the solution was clear and
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the mxture filled
| sopropyl am no -

into
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Wer € t hor oughl y ground togetier
1 - hydroxy- 5 powdered |actose

and horogeneously dis- . 2-j sopropyl am no- et hane sul phate. 10
persed in 165 g. nDIten supp05|tory base and
EXAMPLE 10 920,623 Powder 5
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1- (3, 5- Di hydr OX ll)sedl, gr & xpyedact mo ghopyd> -precipitate the hydrochlorlde of 1-(3,5-
amin 6_ et hane su » WEre o tamed [«]p=-—89.6 dimetigxyphenyl) - 1 - oxo - 2 - isopropyl-

: ethanol) amino which was tecrystalhsed from
Lact ose -~ Th1s product was _recrystallised from 50% methargyg d 27.5 g.=48% % thgory, 45
Mai ze starch5 zso—propanol until the rotation and melting mpt . of
| act ose were mm&;ﬂs '!epicm%taaie@ hlyt#} o>{y]n—- 2 - |so rop Iam nR% -Detlhane and

£l - OXO0~

with 0.5 g. of I &Q} Smg this " di-pito uoy anc é E - %}’ Opar‘g,page[ hg)ﬁléo-
acceptabl e aC' dsaft disiived in 158 ml ith 2 } n

sal ts. warming, 32 ml of 219% ethanohc hydro-

21g5 of sul (p,hatcﬁnéﬂrbdypmﬁ) Xt go e
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2 - isopropylamino - propane hydro-
chloride
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a) 1 - (3,5 - dimethoxyphenyl) - 1 - oxo-
2 - isopropylamino - propane hydro-
chloride

39 g. of 3,5 - dimethoxypropiophenone

were dissolved in 400 ml. of ether, and 10.2

ml. of bromine added dropwise with stirring
at —10°C. The ether was removed in vacuo,

and a solution of 30 g. of isopropylamine in

100 ml. of benzene added to the residue which

was heated under reflux for 1 hour. The

separated salt was filtered off with suction,
and the benzene solution shaken twice with
water. After drying over sodium sulphate,
ethereal hydrogen chloride solution was added

35

40

é?r% ndn embrhanel) s whp

efigced sanglo-ai Med2 i- nisqpropylodin | girepsne

eat r 2 hours
%mggdg g‘ 4@/’"‘?}6‘5@0@ %‘:?1 e solu-
on rea on w
with activ® BRAMIAS] &S stSH'eﬁﬂ ﬁﬁ él nssny
hatgcuo The residue was reciystBlisechfrénh e
iso-propanol.  Yield 23 g.=689 of theory,

mpt.=201°CGuuinT WVE CLAIM IS -
9 1-(3%- dEMIBopHRAS) -af- i liexy-

hydro- 60

c,

chloride
44,

g.of1-(35- leygrox hen
0x0 - 2 - iso dS as

C BfRAe! ek 5&5{; mwrp @fl}rene Jrul a

and catalytically hydrogenated in the presence 65
of Raney nickel under ambient conditions.
When the hydrogen uptake was completed, the
solvent was removed in wacuo, the residue
taken up in water, and the 1-(3,5-dihydroxy-
phenyl) - 1 - hydroxy - 2 - isopropylamino-
propane precipitated in the form of the free
base by addition of aqueous ammonia.
M.pt.=144—145°C,

The free base was dissolved in a little
ethanol and 1 - (3,5 - dihydroxyphenyl) - 1-
hydroxy - 2 - isopropylamino - propane
hydrochloride precipitated by addition of
ethanolic hydrogen chloride. After twice
recrystallising from ethanol, m.pt.=217—
218°C.,, yield 64 g.=75% of theoretical.

70
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EXAMPLE 6

Tablets

Each tablet contains:—

1-(3,5-Dihydroxyphenyl)-1-hydroxy-2-isopropyl-

amino-ethane-sulphate
Lactose, pulv.
Maize starch, dried
Finely dispersed silica
Polyvinyl pyrrolidone

Magnesium stearate

5.0 mg.
35.4 mg.
33.0 mg.

5.6 mg.

0.6 mg.

0.4 mg.

Fable weight 80.0 mg.




(in which Ris a hydrogen atomor a nethyl 25 group) and their salts with
physi ol ogi cal | y accept abl e aci ds. 2. 1 - (3,5 - dihydroxyphenyl)

-1 - 920,623 : ¥

7 EXAMPLE 9
Suppositories Each suppository cont ajf

1- (3, 5- Di hydr oxyphenyl ) - 1- hydr oxy- 2-i sopr opyl - é-‘ ;
am no- et hane sul phate 920.623 5.1 ng. , ¥
Lact ose, nllL\z ? A5 ng. .
Supposi t OI‘ baﬁ @ - (3,5 - Dihydroxyphenyl) - 1- passed throuptDa ]icr?en @f 1 mm. mesh. 0. 510C .

(3,5 - Jino zthanets @am xt %aqunéﬁprem Tefl SIAOBHE | et v
ooy R i i e S ggmggg%f
cont ai fi @g e@gllmq iturated vmra55° Qih@llég a¥chCdn I'stedda

(3,5 - dlschtytdﬁ cmﬁ;ppshg rgolv)'myl p'yrrehdhgedarndxyhad '.Beenmmde:hna hlaascie@ss 03nom. 15 | i

h shho- Bltehatisaires e into about 1,0001(
MECHIE L ST G R

EXAMPLE
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gtz
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ExampPLE 7
2%, Solution for inhalation

1 10 ml. bottle contains:

1-(3,5-Dihydroxyphenyl)-1-hydroxy-2-
isopropylaminoethane sulphate 200 mg.

Sodium pyrosulphite 1 mg.

Disodium salt of ethylenediaminetetraacetic
acid 5 mg.

N/10 HCl to pH 3
Demineralised water to 10 mil,

Clear, Colourless solution of pH 3.

ExaMPLE 8
Ampoules
Each ampoule contains:—
l-(3,5-dihydroxyphenyl)-l—hydroxy—Z-isopropylamino'. L -
ethane sulphate 0.5 m.g.
Sodium pyrosulphite 0.1 mg.
Disodium salt of ethylenediaminetetraacetic acid 0.5 mg.
Sodium chloride p.a. 8.0 mg.

N/10 HCI to pH 3.5

Distilled water to 1.0 mi.




Powder 1
1- (3, 5- D hydr oxyphenyl ) -
am no- et hane sul phate

495 0y,

howder contains: -

roxy-2-i sopropyl -

' Lact ose
500

. 5
[ ;e starch 920,623
CFOSe were m xed portlronw sé hydroxy - 2 -
with O.Spguef 91 - (3,5 - dihydroxyphenyl) -

3 49.57Qg. of 1
Tsapropyl am no - et hane ah®

its physiol pgically acceptable acid-addition 1 - hydroxy - 2

-i sopropyl am'no - ethane salts. Suppositories 30 15
sul phate and the mxtureﬁg&nbi negl vmtnqms59_ g. 3. 1- (3,5 -

di hydroxyphenyl) - 1 - of PRrEI 2o “8Patch. The mixture was filled into

hydroxy - 2 - isopropyl am-ro— propane and——capsth-es—i-a—1-g—portions.
its physiol ogi cal | y accept(abiDéydokydheaplpi-hydmry-2-isopropfzach capsul e cont ai ns
ca. 5 ng. 1-(3,5- salts. 2mino-gEpyWi¥Gphenyl) - 1 - hydrox{&: 2 - iso-

4. Conpounds as cl ai ned iLgct@g’ypug,f claims 35 20 propyl - gR0- et hane

sul phat e. 1-3in the formof salts with hydrochloric,

hydr obromni c, sul phuric, Sheropteorbase funari c, VWHATOWE SLAIM. IS -
mal eic, tartaric, citriT Or succinic acid. T Conpounds of the
general formul a 5'1 Cg”r})(_)% st hCnI i-n?-d .{hg &%reogllegliafci) N Espository moulds:

1 to 4. substanti q{ygr)séxsa-sz -h ngﬁ'an‘ -(é{lﬁa&éaphatezloloo suppositories, eack c ainin;y 5 mg. Sof
6. A process for werethpioahB Réun® RogetherGatit4.5 g 1 - (3,5 - dihydroxyphenyl) - PO UWKdISkyas

clai med in cl aBmpogddred Jeqiogsh amgl homogeneously  dis-

2-isopropylamino-ethane sdphpound of t h&

general formula persed in 165 g. molten suppository base and [err] (in

whitehER i s a hydrogen atomor a nethyl .thmﬂ,ré)%)) and their salts with

1 ogically accept abl e aci ds. 2" "Y1 - (3,5 - dihydroxyphenyl)
Powder

15

20

25

1 g. powder contains:—

1-(3,5-Dihydroxyphenyl)-1-hydroxy-2-isopropyl-

amino-ethane sulphate
Lactose

Maize starch

5 mg.
495 mg.
500 mg.

49.5 g. of lactose were mixed portionwise
with 0.5 g. of 1-(3,5-dihydroxyphenyl)-
1 - hydroxy - 2 -isopropylamino - ethane
sulphate and the mixture combined with 50 g.
of maize starch. The mixture was filled into
capsules in 1 g. portions.

Each capsule contains ca. 5 mg. 1-(3,5~
dihydroxyphenyl) - 1 - hydroxy - 2 - iso-
propyl-amino-ethane sulphate.

WHAT WE CLAIM IS:—
1. Compounds of the general formula

oR
R Gy
CH—CH N — &
1
o e
oH 3

I

(in which R is a hydrogen atom or a methyl
group} and their salts with physiologically
acceptable acids. '

2. 1 - (3,5 - dihydroxyphenyl) - 1-

hydroxy - 2 - isopropylamino - ethane and
its1 physiologically acceptable acid-addition
salts.

3. 1 - (3,5 - dihydroxyphenyl) - 1-
hydroxy - 2 - isopropylamino - propane and
its physiologically acceptable acid-addition
salts.

4. Compounds as claimed in any of claims
1—3 in° the form of salts with hydrochloric,
hydrobromic, sulphuric, phosphoric, fumaric,
maleic, tartaric, citric or succinic acid.

5. Compounds as claimed in any of claims
1 to 4 substantially as herein described.

6. A process for the preparation of com-
pounds as claimed in claim 1 in which a
compound of the general formula

ont
R c
[4
—CH~NR" — t}H
0 CH
OR' 7

II

30

35

40



8 920, 623 (in which Rerr] is a
hydr ogen aton1or a group 14. A process as clalned inclaim 13 in 45
readily rep ! h~the reaction is
carried out at a tem i resi due and R has the nean-
perature between 0 and 10 {1,;]C. : ing given in claim 1) is reduced
wher eaf t er 15.. A proce®s @s clained inclaim 14 in 5 Rerr] and

Rlerr] are, if necessary, evl aced by which the reaction is carried ouE at
: 920,623 perature

atem hydr oge
and 30[err]C. Ve "50 7. A process as clained in claim 6
I n 16. A process as cla Ted in any of ExaaPyes? whi ch the reduction is

carried out by hydro- 13 to 15 in which %he reaction is carried out

genation in the presence of a hydr ogenatlo‘ﬁpp"s’tﬁnaqueous al cohol i ¢ nedi um
10 catalyst. Each suppository contains:— 17. A process for the
preparation of com 8. A process as clained in claim 7 in pounds as

claimed inclaim 1in wm mz:%myagﬁhmzy_\?h@po”g%o&@y{ﬂ ysSt 1S Raney ni ckel

or pall adi sed conmpound of har cgal m 9. A
process as clainmed in claim6 in 15 V\:hl ch the reduction is carr| ed out
with lithium OR  Lagggseyrialyi um hydri de or sodi um botoRgdri de.

10. A process for the preggEﬁgle%agcf com o 1&f E'] pounds

as clained in claim 1 i | a
[err] 20 (in which R has the
nmeani ng given in clasm. 1 - 3,5 - Dlhydroxyphenyl) ant!- rnm}tuxha“sled frgo m@mimg ngmlden
inclaim 6) hydroxy 2 - isopropylamino - ethage.

thoroughly ground together § ‘f ? ‘% droxy—
is, if necessary, bred lactose_and bom Na:! Rigedzﬁ . o 10

18. A process as CgeﬁédnﬁCiGS @1’1 Eﬂpp riBase and _
whi ch a conpound of general formula VII (in which Rerr] has the

meaning given in claim is reacted with adsirene i&nd the resulting
Powder

1 g. powder contains:—

1-(3,5-Dihydroxyphenyl)-1-hydroxy-2-isopropyl-

amino-ethane sulphate 5 mg.
Lactose 495 mg.
Maize starch 500 mg.

49.5 g. of lactose were mixed portionwise hydroxy - 2 - isopropylamino - ethane and
with 0.5 g. of 1-(3,5-dihydroxyphenyl)- its physiologically acceptable acid-addition
1 - hydroxy - 2 -isopropylamino - ethane salts, 30
15 sulphate and the mixture combined with 50 g. 3. 1 - (3,5 - dihydroxyphenyl) - 1-
of maize starch. The mixture was filled into  hydroxy - 2 - isopropylamino -~ propane and
capsules in 1 g, portions. its physiologically acceptable acid-addition
Each capsule contains ca, § mg. 1-(3,5- salts,
dihydroxyphenyl) - 1 - hydroxy - 2 - iso- 4. Compounds as claimed in any of claims 35

20 propyl-amino-ethane sulphate, 1-—3 in" the form of salts with hydrochloric,
hydrobromic, sulphuric, phosphoric, fumaric,
WHAT WE CLAIM IS:— maleic, tartaric, citric or succinic acid.
1. Compounds of the general formula 5. Compounds as claimed in any of claims
1 to 4 substantially as herein described. 40
o 6. A process for the preparation of com-
- R - pounds as claimed in claim 1 in which a
3 compound of the general formula
: o NE - (}u
OH CHs OR?
OH R ¢
1 g—dn~me — &n
(in which R is a hydrogen atom or a methyl 0 Cl; o
25 group) and their salts with physiologically OR!
acceptable acids.
2. 1 - (35 - dihydroxyphenyl) - 1- 1I

A



6 and R has the neaning given in claim 1) Schiff's base is reduced.

65 I's reduced in the presence of iso-propylamne 19. A process as
claimed in clai ' T isT#§ by a
which the reduction is carried out with hydro- 25 Z¥hydrogen atom

gen in the presence of a hydrogenation 11..3 ocess as clained in

claim 10 in catalyst. which the reduction i _q" rried out by hydro-

20. A:?process as clainmed in anry?zé)%ﬁscl aims 70 efation in the presence
of a tion 6 to 19 iAW’ ch the conpounds @

cat al y@twhich R* is a hydrogen atom or a group 14. A prfxﬁd’s%”cﬁixﬂéq__ f i 1nicl& M1 are
resol \i@;léggigﬁt:?e@q by 11]15'@1? en, “p\se é)l*b;s-s @gschcthai:m@niin ;miggli ent ald ttm- their optical
. . S - e .

| SONENR éiéen 1a@i§r§§)ﬁ d X %L ter! sP Fl%m%ye YicE Rens.of Eal adllflend 21‘v'~_’iA

Progess &8 Ri: hdlBE nhddssk I8l

b%'éqcess as claimed
( _ _ tePlacet ByN which hEAabtidfis carried out at a tem-
whi ch hiydregen @®a@b.ut i on is carried ouferapy

e B@wdas 10 &hd 30°C. 13. A psocess for

the pre |‘t\aP;i°%Ff_éifid@'@3Eﬁdiﬂu@Piﬂf aidt i QA z’;@w@i ad dldimait ingny off claps | cal |y active
- - in w, I :
poundd - VAL I B Il S (S R ety act v

aci @S -catgst. CONP 0
cl ai neds.| A plo@ssmas2dlaiingdl in claim 7 in  pounds as claimed in claim 1 in which a 55
t he aC‘g:ltﬁcnghS fﬁlﬁ@ﬁgwy vickgkor giliagjbed o ydompaung pf the general formula
tartaf & ﬂc- cess as c[‘laimed in claim 6 in . 80

23.15A wBlcR 8R $&lu@Sn BIcAAES: Iwith RMYmOf Cl ai Megg:

6 to ZRmbitbshridd @&l sodluradodaigiaden descri bed R 24. A process as

cl ai nerggloi%g?ds?f@ ,Sscff’zdgifc {;H%laﬂianv?fl,ggm' oH &dgo_Z.Q,ﬁsubst antially as

her ei J%%’qg ) i ieh @ oy eferefce to exanples 1 to
5. 0;% el formua 25. Conposi fggons ?or oral, nasal, rectal or
parenteral admpistration containing one or
Vi more of Lihe conppunds as claimed in claim v

1 tggether wi} ) pharnaceuti cal G iR Ps the mear(iflé-'giygﬂlirpgﬁﬁ[ err] has the
meani ng given cl & m* exci pi entand R has the meaning given in clai 6 and R
has the meaning,gi vén i% claim 1)is soprpgateotrpesit R'on & messaai fP%ed in clai m

eneral f .rﬂlblr&ess for the preparationzt%'coxﬁ‘- process 3\; h
I C

[err]

: v : : repl gen jtem. i
25 "\ STeacted wih an am e oFYE, BABAPS e Torm of suspensi ons.
enul srons, Syrups, ormu which a compound of general formula VII powders,

t abl elis whitR RS WhsCiBe m@dning (sHAE ASclairh Priftyt€acted with acetone and the resulting _ _
R[ er r 6-aHRChis G eanin} [gover In claim 1)  Schiff’s base is redpemhal at i ons, supp@sitories or

© o ; i iso- i 19. A process as claimed in claim 18 in i

i nj ecfs%rgiu?ﬁdsl ltltff_;.)resence of iso-propylamine L p X ! ) tions.
whereafter Rt Is, if necessary renlaced which.the reduction is carried put.with hydyo- S

95 55 hyjrfggn Wi Ch” REEPTY Hise Pha @@r‘ihn&e%ﬁ&‘é‘&e' Al dﬁ;e o CONposi tions

as cl alimeQ pracesd Ri dRimdd in clai)10Wherealier err] and err are if

neces ghicly the iredugtion (i-hcatr;q:é cl)]g'?byr hydro- or &k cA pioeas asi chdrhed de gnyaof claimsr €8] aced by
resen a rogengt O mn 1 om I
hydro@%ﬁ‘;gta.t‘%ﬁ%c. presence of a hydrogengtigh| ¢ {9 ! gz%‘sﬂjn‘i?n e PPW‘”&Q/GEEQ“&F@ or suspendi ng

claim’ 1 are reso

30 12. A process as claimed in claim 11 in their optical isomers.
which the catalyst is Raney nickel or palladised 21. A process as claimed in claim 20 in /75 ¢
charcoal. '

which the resolution is carried out by means/ 755 )
of fractional crystallisation of optically active( &
salts with optically active acids.

22, A process as claimed in claim 21 in
which the acid is dibenzoyl- or diteluotz-
tartaric acid.

23. A process as claimed in any of claims
6 to 22 substantially as herein described.

24. A process as claimed in any of claims
6 to 22 substantially as herein described with
0 reference to examples 1 to 5. 85

13. A process for the preparation of com-
pounds as claimed in claim 1 in which a
35 compound of the general formula

ORI

VI

25. Compositions for oral, nasal, rectal or
parenteral administration containing one or
more of the compounds as claimed in claim
1 together with a pharmaceutical carrier or

(in which R! has the meaning given in claim excipient. 90 “
6 and R has the meaning given in claim 1) 26. Compositions as claimed in claim 25
is reacted with an amine of the general in the form of suspensions, emulsions, syrups,
40 formula powders, tablets, capsules, or dragees, sprays,
R"'—NH-—CH(CH,). inhalations, suppositories or injectable solu-
tions.

(in which R*! has the meaning given in claim
6) whereafter R' and R are if necessary
replaced by hydrogen atoms.

27. Compositions as claimed in claim 25
in which the carrier or excipient includes a
tabletting adjuvant, flavouring or suspending

P O RO

95



920, 623 9 or dispersing [err]
sterile pyrogen free clains 25 to 27 substantially as herein
water, Q i i i h reference to
exanples 6 to 10. bases.
For the Applicants,
FRANK B. DEHN & CO 5
Chartered Patent Agents, %§
| rperial House, 15/19 Ki 29. gﬁ@up03|t|ons as clainmed in apy of
London, WC. 2. ersi ife n ' free clalms 25
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F 00the Applicants,
London, W CZ, fr o8 wiénsitunpiae Slatsey bem@bﬁalned FRANK B. DEHN & CO, gga
| i 53

i Conpositions as clained in any of
ains 25 to 27 substantially as herein
descri bed.

"

ERRATA .5 claims 25 to 27 substenpiglig] Py darFinON Nq mﬂ@@sPatqnagsmm’
for "in vacuo" mpl e ‘BPereh Kipgsypy,
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