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H-N H—CH 2
2 m ;R (Ib)
R4 0 N—CH
"3
0
in which
R =H or alkyl, .
R1 = hydrogen, acyl, aroyl, arylacyl or
RrE
/
-S\i—R9
5 'R].O
R® = methyl or ethyl,
R3 = straight-chain, branched or cyclic

alkyl which is substituted by alkoxy or alkylthio
or heterocyclyl which has 4-6 ring atoms and
oxygen as the hetero atom and is optionally sub=-
stituted by alkyl,

R4 = H, alkyl (Cq-C3), halogen, tri-
fluoromethyl or CN,

RS = alkyl (Cq-C3), halogen, trifluoro=
methyl, CN, alkoxy or alkylthio,

R6 = H or alkyl,

R7 = H, alkyl, phenyl or phenylalkyl and

8 9 10

R, R and R
branched alkyl radical.

= a straight-chain or

4. Animal feeds, drinking water for animals and

additives for animal feeds and drinking water for animals
. 3 j‘

characterized in that they contain aminophenylethylamine

derivatives of the formulae 1, la and lb according to
Claim 1, (n admixfure with  tfeedstofts or f{r"m/'f'n// werter
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YIELD PROMOTERS.

The following statement is a full description of this invention
including the best method of performing it known to me:-
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The present invention relates to new aminophenyl-
ethylamine derivatives, to processes for their preparation
and to their use as yield promoters for animals.

The use of feed additives to achieve higher
increases in weight and improved feed utilization is
already practised widely in animal nutrition, in particu-
lLar in the fattening of pigs, cattle and poultry. It is
known that substituted arylethanolamines promote the
weight increase of animals (European Published Specifica-
tion 26,298). However, their action is not satisfactory
in all cases.

The new compounds of the general formula

RS //,Rz
HZN—D-C{H-—C‘H-NH-C{, (1)
g4 or! R R3
RS 1|=z
l | ’// (Ia)
R4 0 N—-CH
\ 3
R6 R7 R
RS
HoN H—CH R2 : '
Ll (1b) ’1
R4 0 N—CH '
R3 '
0
in which
R = H or alkyl, .
R1 = hydrogen, acyl, aroyl, arylacyl or
Le A 25 086
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-8i-RY
R10

R2
R3
alkyl which is substituted by alkoxy or alkylthio

methyl or ethyl,

straight-chain, branched or cyclic

5 or heterocyclyl which has 4-6 ring atoms and
oxygen as the hetero atom and is optionally sub-

o G stituted by alkyl,

2£::° RY = H, alkyl (C4q-C3), halogen, tri-
%0220 fluoromethyl or CN,

. 510 RS = alkyl (Cq-C3), halogen, trifluoro~

methyl, CN, alkoxy or alkylthio,

R® = H or alkyl,

¥ R7 = H, alkyl, phenyl or phenylalkyl and
‘. R8, 7 and r10

15 branched alkyl radical,

= a straight-chain or

ve e and their physiologically tolerated salts have been found.

The compounds according to the invention can exist in the

form of their racemates and their enantiomers or dia-

A stereomers. '

20 They have an excellent yield-promoting, in par-
ticular growth-promoting, action on animals, for example
they effect a shift in the meat/fat ratio in favour of
meat.

Preferred compounds are phenylethylamine deriva-

25 tives. of the general formula (I)
in which

R = hydrogen or methyl and
R1 = hydrogen or the radicals
-Si(CH3)2CH(CH3)CH(CH3)2 or
30 Si(CH3z)2C(CH3)3,
R® = methyl,
R represents the radical (CR11R12)n-U-R13
Le A 25 086
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wherein

11

R and R

23 represents Cg_g-cycloalkyl which

12

N e e T

represent hydrogen or methyl or

is substi-~

tuted by Cq_4-alkoxy,

n represents 1. 2 or 3 and
R13 represents Cl_q-alkyl or, together with one of
the radicals R11 or R12 and the atoms to which
they are bonded, forms a 4- to 6-membered ring
which is interrupted by 0 and is optionally sub~
stituted by methyl.
Especially preferred compounds of the formula I
are those
in which
R2
~
the radical NH-QE\ represents the following
R3
radicals:
CHg CHg CHg
~ ~ ~
HN-CH y HN-CH y HN-CH »
/cn3 CH3 /CH3
HN-CH i HN-CH ; HN-CH ,
CHg CHq
~ ~ _CHg ;
HN-CH , HN-CH R HN-CH\ .
OCH4 H3CO ;
Le A 25 086
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The new compounds of the formula (I)

RO R2
~
H,oN H—CH-NH-CH (1
| 1 | ~
R4 or! R r3

in which
R and R2 to R5 have the abovementioned meanings

and
R1 represents hydrogen,
are obtained by a process in which

a) compounds of the formula (II)

rY / /Rz
Hzn—<;::j>—co——cn-NH-CH (11)
I 3
RS R . R
in which
R and R2 to RS have the abovementioned meanings,

are reduced catalytically or with suitable reducing

agents, such as, for example, sodium borohydride, sodium
cyanoborohydride and the Like, or

b) compounds of the formula (III)

R®
AN
HoN H——CH-R (111)
r4
in which
R, R* and RS have the abovementioned meanings,

are reacted with amines of the formula (IV)

R

H,N-CH (1V)

R3

Le A 25 G86
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in which

R, RZ

and R3

have the abovementioned meanings,
or
c) in the case of compounds of the formula (I)
in which
R represents hydrogen and
R1

by a process in which compounds of the formula (V)

has the abovementioned meaning,

RS
HZN@—co-éHo v
R4
in which
R4 and RS have the abovementioned meanings,

are reacted with an amine of the formuta (IV) in the pre-

sence of a reducing agent, such as, for example, sodium

borohydride.
d) The new compounds of the formula (I)
in which
R and R2 - RS have the meanings given 1in the case
of (1) and Rg
: . <
R’ represents the radical Si-R and
R10
RB, R9 and R10 have the abovementioned meanings,

are obtained by a process in which compounds of the

formula (I)

in which
R

are reacted with suitable silylating substances of the

formula (VI)

1 represents hydrogen,

10

R Si 7 (vi)

in which
Le A 25 086
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Z represents halogen, CN, 0S0p-CF3,
-0-5i-R%R°R* or -0-50,-0-5i-R8Rr%: 10

R8, R?

and

and R10 have the abovementioned meanings,
or

e) the compound of the formuta (III) (above) is reacted

with a silylated amine of the formula (VII)

RS
RERR10si-HN-CH (vip)
R3
in which ,
Ra; R9 and R10 have the abovementioned meanings.
f) The new compounds of the formula (I)
in which
R and R2 - R5 have the meanings given in the case
of (1) and
R1 represents acyl, aroyl or arylacyl,

are obtained by a process in which the compounds of the

formula (I)

in which
R

are reacted with suitabte acylating agents, or

1 represents hydrogen, .

g) the compounds of the formula (Ia)

in which
R

are obtained by a process in which the compounds of the

formula (I)

in which
R

are reacted with carbonyl compounds of the formula

2 . R7 have the meanings given in the case of (1),

1 represents hydrogen,

o

0

Le A 25 086
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in which

6 and R7 have the abovementioned meanings,

R
if appropriate in the presence of acid catalysts, or
h) compounds of the formula (Ib)
in which

2 RS have the abovementioned meanings,

R
are obtained by a process in which compounds of the
formula (1)
in which

R

represents hydrogen,
are cyclized with carbonic acid derivatives, if approp-
riate in the presence of bases.

The starting compounds of the formula (III) and
(V) are already known (compare, for example, B.R.E. Lutz
and co-workers, J. Org. Chem. 12, 617-703 and DAS (German
Published Specification) 2,354,959). The compounds of
the formula (II) are new (and may be prepared by known
methods; compare J. Org. Chem. 12, 617-703). The amines
of the formula (IV) are known or can be prepared by known
methods by amination of corresponding ketones.

Processes a) - h) are carried out analogously to
known methods of organic chemistry.

Processes a) - h) according to the invention can
be carried out in the presence of diluents. Possible
diluents are all the inert organic solvents. These
include, in particular, aliphatic and aromatic, option-=
ally halogenated hydrocarbons, such as pentane, hexane,
heptane, cyclohexane, petroleum ether, benzine, ligroin,
benzene, toluene, methylene chloride, ethylene chloride,
chloroform, carbon tetrachloride, chlorobenzene and o-
dichlorobenzene, and furthermore ethers, such as diethyl
ether, dibutyl ether, glycol dimethyl ether, diglycol
dimethyl ether, tetrahydrofuran and dioxane, and moreover
ketones, such as acetone, methyl ethyl ketone, methyl
ijsopropyl ketone and methyl isobutyl ketone, and also
esters, such as methy¥ and ethyl acetate, and furthermore
Le A 25 086
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nitriles, such as, for example, acetonitrile, propio-
nnitrile, benzonitrile and glutaric acid dinitrile, and
moreover amides, such as, for example, dimethylformamide,
dimethylacetamide and N-methylpyrrolidone, as well as
dimethylsulphoxide, tetramethylenesulphone and hexamethyl-
phosphoric acid triamide.

Process d) according to the invention can be
carried out in the presence of catalysts. <Catalysts
which can preferably be used are: imidazole, triazole or
diisopropylethylamine.

The reaction temperature in processes a) - h) is
kept between about 0°c and 130°C, preferably between
about 20°c and 60°C. The processes are preferably
carried out at atmospheric pressure.

In process e), the starting compounds of the
formulae II and IV are in general employed in an approxi-
mately equimolar ratio, but an excess of up to 300% of
the compounds of the formula IV can be employed.

In the other processes, the starting compounds
are in general employed in an approximately equimolar
ratio. The reducing agents can be used in a 1- to 10-
fold excess. ‘

The active compounds have a favourable toxicity
towards warm-blooded animals and are suitable as agents
for yield promotion in animals for breeding and stock
animals. They are used here for promoting and accelerat-
ing growth and milk and wool production and for improving
the feed utilization and meat quality and for shifting
the meat-fat ratio in favour of meat.

The stock animals and animals for breeding
include mammals, such as, for example, cattle, horses,
sheep, pigs, goats, camels, water buffalo, asses,
rabbits, fallow deer and reindeer, fur-bearing animals,

such as, for example, mink, chinchillas and racoons,

‘birds, such as, for example, chickens, geese, turkeys and

ducks, and freshwater and saltwater fish, such as, for
Le A 25 086
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example, trout, carp and eels.

The active compounds are used throughout all the
growth and yield phases of the animals, regardless of the
sex of the animals. The active compounds are preferably
used during the intensive growth and yield phase. The
intensive growth and yield phase lLasts from one month to
10 years, depending on the species of animal.

The compounds according to the invention moreover
exhibit a good anti-inflammatory action on the carrageen-
an-induced paw oedema in rats.

They can therefore be used as anti-inflammatories
and antirheumatics and for the treatment of inflammation
and oedemas.

The active compounds have proved to be particu-
larly useful in the rearing and keeping of young animals
and fattening animals.

The active compounds are used enterally or paren-
terally, directly or in the form of formulations suitable
for animals. Enteral use of the active compounds is
effected, for example, orally in the form of powders,
tablets, capsules, pastes, drinks or granules, solutions,
emulsions or suspension§ for oral administration, or
boli, or via the feed or the drinking water. Parenteral
use is effected, for example, in the form of injection
(intramuscular, subcutaneous, intravenous or by implants).

Formulations for administration via the feed or
drinking water should be emphasized in particular. The
active compounds can in this way be added to the feed
directly or in the form of premixes or feed concentrates.

The feed includes individual feedstuffs of vege-
table origin, such as hay, beet, cereals and cereal by-
products, molasses and silage, individual feedstuffs of
animal origin, such as meat, fats, milk products, bone-
meal and fish products, and individual feedstuffs such as
vitamins, proteins, sugars, starch, flours, amino acids,
for example DL-methionine, and salts, such as Lime and
Le A 25 086
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sodium chltoride. The feed also includes supplement,
ready-made and mixed feedstuffs. These contain indivi-
dual feedstuffs in a composition which guarantees balanced
nutrition in respect of energy and protein supply and the
supply of vitamins, mineral salts and trace elements.

Premixes and feed concentrates are mixtures of
the active compound with carriers and if appropriate
other auxiliaries. The carriers include all the indjvi-
dual feedstuffs or mixtures thereof.

The active compounds can be present in the for-
mulations by themselves or as a mixture with other yield-
promoting active compounds, mineral feedstuffs, trace
element compounds, vitamins, nitrogen-containing non-
protein compounds, dyestuffs, antioxidants, aroma sub-
stances, emulsifiers, flow control auxiliaries, preserva-
tives and pressing auxiliaries.

Other yield-promoting active compounds are, for
example, antibiotics, such as tylosin and yirginiamycin.

Mineral feedstuffs are, for example, dicalcium
phosphate, magnesium oxide and sodium chloride.

Trace element compounds are, for example, iron
fumarate, sodium iodide, cobalt chloride, copper sulphate,
zinc oxide and selenium compounds.

Vitamins are, for example, vitamin A, vitamin Dz
and vitamin E.

Nitrogen-containing non-protein compounds are,
for example, biuret and urea.

Dyestuffs are, for example, carotinoids, such as
canthaxidine, zeaxanthine and capsanthine, or all dye-
stuffs which are permitted for colouring foodstuffs.

Antioxidants are, for example, ethoxyquin, butyl-
hydroxy-toluene and ascorbic acid.

Aroma substances are, for example, vanillin.

Emulsifiers are, for example, esters of lactic
acid and lecithin.

Flow control auxiliaries are, for example, sodium
Le A 25 086
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stearate, calcium stearate, silicic acids, bentonites and
lignin-sulphonates.

Preservatives are, for example, propionic acid,
calcium propionate, sorbic acid and ascorbic acid.

Pressing auxiliaries are, for example, Llignin-
sulphonates and cellulose ethers.

The concentration of the active compounds in the
feed is usually about 0.001-500 ppm, preferably 0.1-50
pPpm.

The concentration of the active compounds in the
premixes or feed concentrates is about 0.5 to 50 per cent
by weight, preferably 1 to 20 per cent by weight.

The amount of active compounds administered to
the animals for achieving the desired effect can be
varied widely because of the favourable properties of the
active compounds. It is preferably about 0.001 to 50 mg/
kg, in particular 0.01 to 5 mg/kg of body weight per day.
The appropriate amount of the active compound and the
appropriate duration of administration depend, in parti-
cular, on the species, age, sex, state of health and
nature of housing and feeding of the animals and can
easily be determined by any expert.

The active compounds are administered to the
animals by the customary methods. The nature of the
administration depends, in particular, on the species,
behaviour and state of health of the animals.

The active compounds can be administered once.
However, the active compounds can also be administered
temporarily or continuously during the entire or during
part of the growth and yield phase. 1In the case of con-
tinuous administration, they can be used once or several
times daily at regular or irregular intervals.

Example of the composition of a chick=rearing
feed containing active compound according to the invention:
200 g of wheat, 340 g of maize, 361 g of shredded soya,
60 g of beef tallow, 15 g of dicalcium phosphate,

Le A 25 08¢
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10 g of calcium carbonate, 4 g of iodinated sodium
chloride, 7.5 g of a vitamin-mineral mixture of the com-
position given below and 2.5 g of an active compound pre-
mix of the composition given below give, after thorough
mixing, 1 kg of feed.

One kg of vitamin-mineral mixture contains:

600 I.U. of vitamin A, 100 I.U. of vitamin D3, 10 mg of
vitamin €, 1 mg of vitamin K3z, 3 mg of riboflavin,

2 mg of pyridoxine, 20 mcg of vitamin B42, 5 mg of calcium
pantothenate, 30 mg of nicotinic acid, 200 mg of choline
chloride, 200 mg of MnSO04 x H20, 140 mg of ZnSO04 x 7 H20,
100 mg of FeSO4 x 7 Hp0 and 20 mg of CuSO4 x 5 HpO0

in cereal flour as the carrier.

1 kg of active compound premix contain 100 g of
active compound and 900 g of wheat flour.

Example of the composition of a pig-rearing feed
containing active compound according to the invention:
630 g of shredded cereal feed (composed of 200 g of maize,
150 g of shredded barley, 150 g of shredded oats and
130 g of shredded wheat), 80 g of fishmeal, 60 g of
shredded soya, 60 g of tapioca flour, 38 g of brewer's
yeast, 50 g of a vitamin-mineral mixture (composition as
for the chick feed) 30 g-of Linseed cake, 30 g of maize
gluten feed, 10 g of soya oil, 10 g of sugar cane molas-
ses and 2 g of an active compound premix of the composi-
tion shown below give, after thorough mixing, 1 kg of
feed.

1 kg of active compound premix contains 200 g of
active compound, 20 g of vegetable oil and 780 g of cal-
cium carbonate powder.

Example of the composition of a cattle feed con-
taining the active compound according to the invention: K
69.95%2 of shredded cereal feed, 10% of ground maize cobs,

8% of soya bean flour, 5% of Lucerne flour, 5% of molas-
ses, 0.6% of urea, 0.5% of calcium phosphate, 0.5% of
calcium carbonate, 0.3% of sodium chloride, 0.15% of
te A 25 086
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mix of the composition as given for the pig feed. The
vitamin-mineral mixture contains, per kg, 70,000 i.U. of
vitamin A, 70,000 i:U. of vitamin D3, 100 mg of vitamin

E, 50 mg of MnSO4 x H20 and 30 mg of ZnSO04 x 7H20

in cereal flour as the carrier.

The active compound premix is admixed to the
vitamin-mineral mixture in the required amount and this
mixture is then mixed thoroughly with the remaining con-
stituents.

Example A

Rat feeding experiment

Female laboratory rats weighing 90 - 110 g of the
SPF Wistar type (bred by Hagemann) are fed ad Llibitum
with standard rat food to which the desired amount of
active compound is added. Each experimental set-up 1is
carried out with food of an identical batch, so that
differences in the composition of the food cannot impair
the comparability of the results.

The rats are given water ad Llibitum.

Each experimental group is composed of 12 rats
which are fed with food to which the desired amount of
active compound is added: A control group receives food
without active compound. The average body weight and the
scatter in the body weights of the rats is the same in
each experimental group, so that comparability of the
experimental groups with one another is ensured.

The weight increase and amount of perirenal fatty
tissue are determined during the 13-day experiment.

The results which can be seen from the table are
obtained:

Le A 25 086
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Table A

Rat feeding experiment

Active compound Dose Number of Additional growth
Example ppm animals (in relation to the
control)
Control 25 12 100
Page 16 | . -
Line 6 3 25
Page 14 25 12 126
Line 15
Page 15
125
Line 35 } 25 12
Page 14
132
Line 30 } 25 12

Preparation Examples

Example 1
2-(3,5-Dichloro-4-amino-phenyl)-2-hydroxy-N-(1-methyl-2-
methoxy-ethyl)-ethylamine

C1 /CH3
Hzn-Q—c'H-CHZ-NH-CH-CHZ-OCH3
cl OH

33 g of 4-amino-3,5-dichloro-w-(1-methyl-2-meth-
oxyethylamino)-acetophenone hydrochloride are dissolved
in 180 mL of methanol ‘and 83 ml of water, and a solution
of 7.6 g of sodium borohydride in 30 mlL of water is added
dropwise, the pH being kept between 3 and 7 by addition
of approximately 10% strength hydrochloric acid. When
the reaction has ended, the mixture is rendered strongly
acid and is concentrated. The concentrate is rendered
basic with ammonia and extracted with ethyl acetate and
the ethyl acetate phase is washed twice with water, dried

and concentrated. The crystals obtained are stirred with

heptane and filtered off with suction. 30.4 g of colour-
less crystals of melting point: 90-95°C are obtained.
(Diastereomer mixture).

By redissolving and precipitating from ethyl ace-
tate, the pure diastereomers A and B are obtained from
the diastereomer mixture and are characterized with the
aid of the signals of the methoxy groups in the 1H-NMR
Le A 25 086
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spectrum. The signals, which are concentration-dependent
in chloroform, are at 3.3-3.4 ppm. The signal (at
higher frequencies/lower field) is attributed to dia-
stereomer A, melting point 111-112°%c.

The following compounds were prepared analogously
to Example 1:
p R4
HZN_<;:::>‘TH-—?H-NH-R11
RS OH R
H c1 c1 CH(CH4)CH,-0C5Hg
H c1 ¢l CH<CH3)—<W_T- 110-120
0——-
H c1 c1 CH(CH3)—. 75- 80
i o—
CHs
H Cl c1 CH<CH3)—%C::3>—OCH3
o1 1 cHcHp— )
OCH4
H c1 c1 CH(CHa)—(r_-\>
H3CO i
H CL. c1 CH‘C“a"f::O f
CHg ;
H ¢l c1 cH(cH; <0
H €1 ¢l CH(CH3)-<;:::> 0il
Le A 25 086

- 15 -



—— -

R RY RS r!! m.p. [°C]
5
H ¢l ¢l cn<cn3)-/—\o 133
N
H  Cl c1 CH(CHz»=— ) oil
10
CHy €1 ¢l CH(CH3)CH,-0CHg
H Cl  CFg CH(CH3)ﬂ
15 o
H €1 CFy cmcnj)—[_\,
20 H C1  CFyg CH<CH3)—(——\
o—'
H Cl  CFg CH(CH3)—Q—OCH3
s H o1 H CH(CH3)CH,-0CH5
H €1 H cmcna)ﬂ
—0
H ¢l H ,cutcna)f>
30 —0
H Cl H CH(CH3)—Q
H Cl H cn(caa)—/—_\-—ocna
3s —/
Le A 25 086
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5
H cN H CH(CH5)CH,-0CHy
H CN H cmcna)—Co
10
N\
H CN H CH(CHz)— )
H CN H cn(caa)f>
15
H CN H cu(caa)—Q—ocn3
20
H c1 CHj cmcaa)—C:o
H c1 CHj CH(CHm)— )
25
H c1 CHy CH(CH3)—(—\>
H c1 CHj cm(c:l-xa)—(\:__>—oc1-13
30 -
H CHj CHj CH(CHy)— 0
T\
38 H CHy CHj CH(CH— )
Le A 25 086
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R R4 R® r1!
H CHj CHy CH(CHg) —
. —o
H CHg CHy CH(CHg) —/:>—0c1-13
H c1 F CH(CH3)CH,-0OCHg
H c1 F cn(cn3)—/—\'o
N
H c1 F CH(CH3) — D
0
H c1 F CH(CH3)Q
H c1 F CH(CH3)—Q—OCH3
H CHy H CH(CH3)CH,-0CH,
H CHy H CH(CHa)—Q
H c1 c1 CH(CH3)-C(CH3) ,-0-CHy  118-
120° C
H CH H CH(CHg) 0
3 3=,
H HaCHO  CHg CH(CHg)-CH,-0CHy
H H5CO H cn(caa)—D
H H3CO H cccig = D
—o0
H c1 c1 CH(CH3)-CH,-SCHy
Le A 25 086
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Example 2
2-(3,5-Dichloro-4-amino-phenyl)-2-(2,2-dimethylpropyl-
dimethylsilyloxy)-N-(1-methyl-2-methoxyethylamine)-ethytl-

amine

Cl

Hzn—{i::>>-?n-cnz-nn-cn(CH3)-cnz-ocna

c1 0Si(CH3)2-CH(CH3)-CH(CH3),

2.93 g (0.01 mol) of the compound of Example 1
are added to 1.36 g (0.02 mol) of in 15 ml of
1.8 g of dimethyt-1,2=
dimethyl-propyl-silyl chloride are now added at 0 to
5.
with

imidazole
absolute dimethylformamide.

is stirred for 2
the

the phases are separated,

The mixture hours, while cooling

ice, and is concentrated, residue is taken up in

toluene/water, the toluene

phase is washed 4 times with water, dried and concentra-
ted and the residue is freed from residues of solvent
using an oil pump. 4.3 g of an almost colourless oil are

obtained.

The following silyloxy compounds are prepared by
a corresponding procedure:

cl
Hzn-<;::>>—cn—¥—CH2-NH—R11
c1 éRl
gl r11
Si(CHg)g CH(CH3)CH,0CH3
Si(CH3),-C(CH3) 3 CH(CH5)CH,0CH3

Le A 25 086
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Si(CH3)3

Si(CH3) =CH(CH4) -CH(CH5) 5

Si(CH3) 4

15

20

25

Si(CHj3)5-C(CH3) 5
Si(EH3)2-CH(CH3)-CH(CH3>2
Si(CH3) 5

Si(CH3)5-C(CHy) 5
Si(CH3)>-CH(CH5)-CH(CH3)

Si(CH3)3

30.

35

Si(CH3)-CH(CH3)-CH(CH3) 5

Le A 25 086
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CH(CH3)CHp0C o Hg
CH(CH5)CH,0C 5Hg

CH(CH5)CH,0C ;Hsg

CH(CH4

<0
N
CH(CHa)—<C::>O

7\

CH(CH3P—<;__10

CH(CH3)— )
CH(CH3)-<<f—“>
—0

CH(CH)— )

CH(CHa)—<ff_\> 0i1

CH(CH3)-<£;::>

e =
cu(cn3>—<<:::>—ocn3
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R10 Rl

Si(CHa)a CH(CH3)_D'OCH3
7\

Si(CH3)5-C(CH3) 5 CH<CH3)-<L__J>-OCH3

Si(CH3)2-CH(CH5)-CH(CH3) 5 CH(CH3)-{/-_\>

Si(CH3)5

Example 3

OCH5

CH(CH3)-<f——\>

OCH5

CH(CH3)

0

OCH4

2-(3,5-Dichloro-4-amino-phenyl)-2-acetoxy-N-(1-methyl-2-

methoxy-ethyl)-ethylamine
Cl

H N-*;ji:}-éH-CH -NH-Eg,
.2 20 N

c1 0CO-CHy

CHy

CH,-0CH4

3 g of triethylamine are added to 2.93 g (0.01 !
mol) of 2-(3,5-dichloro-4-amino-phenyl)-2~hydroxy-N-(1- :

methoxy-ethyl)-ethylamine (Example 1), dissolved

of CHClz, 1.1 g (0.011 mol) of
added dropwise at -59C and the

temperature for 2 hours. When

in 50 ml

acetic anhydride are

mixture is warmed to room

the reaction has ended '

(control by thin lLayer chromatography), the mixture is

evaporated in vacuo,

the residue

is taken up in ethyl

acetate, the solution is washed with sodium bicarbonate

solution and then with saturated sodium chloride solution,

Le A 25 086
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the organic phase is evaporated and the residue is
chromatographed on a silica gel column (hexane/ethyl
acetate = 2:1). Yield: 2.5 g.
The following esters are obtained by a corres-
5 ponding procedure:

Cl

Hzn-<;ij;>-?n-cn-nn-all
c1 0-co-R12

et 11 r12
:‘ijo czus. CH(CH3)CH,0CH5
f;i:; CH(CH3) CH(CH3)CH,0CH;
T 10 cyHs CH(CHj)CH,0CH
Coen CgHs CH(CHg)CH,0CH;
My CH,C g Hg CH(CH3)CH,0CH;
u.:: CHj CH(CH3)CH,0C,Heg
SER CoHe CH(CH3)CH,0CHg
15 CH(CH3)» CH(CH3)CH,0C ,Hg
AN CqHe CH(CH3) CH,0C Hg
CgHs CH(CH3)CH,0C ,Hg
CH,C¢Hg CH(CH3)CH,0C  Hg
CHg ‘cn(cn3)—<::::o

Le A 25 086
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ril Rlz
CH(CHj) 5 ca(c33>—<<:::o
C4Hs ca(cna)—<i:::o
C¢Hg CH(CH3)—<C::>0
I\
CHoCHs CH(CHz)—<__ ©
I\
CHy CH(CHy)=— )
—o0
CoHg CH(CHy)— )
CH(CH3)» CH(CH;)— )
N\
C4Hg CH(CHz)— )
N\
CeHs CH(CHz)»—_ )
—0
N\
CH,C¢Hg CH(CH5)— )
Le A 25 086
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g11

rl2

CHy

C2Hg

CH(CH3) 5

C4Hg

CeHs

CH,CHg

CHj

C2Hg

CH(CH3)

C4Hg

CeHsg

Le A 25 086

N\
CH(CH;)— )
CH(CHa)—<r—_\>

CH(CH3)—<(—_\>

o—'
CH(CHB)—<:::3>
CH(CH3)—<r_—\>
CH(CH3)
CH(CH3

~ o
~ e
CHcHy) —<:>—o
2~ oon,

CH(CH3)

S\
CH(CHz)—<__ )—OCH
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5-¢(3,5-pichloro-4-amino-phenyl)-3-(1-methyt-2-methoxy-
ethyl)-2-oxazolidinone

Cl

r11 r12
CH,CgHs CH(CH3)4<<::>>-OCH3
CHj cn(cn3r—<:::?
OCH4
CoHgH3) » CH(CHa)-<<:::>
OCH4
I\
CH(CH3) CH(CHyI—_ )
: OCH5
- Vo
C4Hg CH(CH3%—<__4?
OCH4
OCHy
N\
CH,CHg CH(CH3)—<¥__2
OCH4
Example 4

Hzn—<;::>>—CH—-CH3 CHy
N B

C1

A solution of 1 g of COCLy in 20 mlL of methylene

Le A 25 086
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chloride is added dropwise to 2.93'g (0.01 mol) of 2-(3-
S—dichloro-é—amiho—phenyl)-Z—hydroxy—N—(1-methyl-2—
methoxyethyl~athylamine, dissolved in 30 mlL of methylene
chloride snd 3 g of triethylamine, at -5%C in the course
of 20 minutes. The mixture is stirred at -5°C for 30
minutes and at room temperature for 1 hour and is evapora-
ted in vacuo and the residue is chromatographed on a
silica gel column with n-heptane/CHCHy =1 : 1.
Yield: 1.3 g.

The following oxazolidinones are obtained in a

corresponding manner:

Cl

“ZN‘D\(—]

c1 O\H/N-Rll
} o)

R4

CH(CHg)-CH,0C Hg

CH(CH3) OCH4

CH(CH3)

ol

OCH5

0

CH(CH3)

CH(CH3)

CH(CHjy)

U0

Le A 25 086
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Example 5
2-(3,5-Dichloro-4-amino-phenyl)-3-(1-methyl-2-methoxy-
ethyl)-2-oxazolidinone

c1
HoN— :r—“T—_W CH
2 3
&
Cl O ~N-
~

CH,-0CH5

2.93 g (0.01 mol) of 2-(3,5-dichloro-4-amino-
phenyl)-2-hydroxy-N-(1-methyl-2-methoxy-ethyl)-ethylamine,
are heated with 100 ml of
formaldehyde (38% strength), with the addition of 2 mg

dissolved in 60 mlL of toluene,

of p-toluenesulphonic acid, using a water separator, and

when no further water is separated off (after about 1
washed twice with 10%

strength sodium hydroxide solution and then with water

hour), the mixture is cooled,

and dried over Nap$§0y4.

After evaporation, the residue

is chromatographed on a silica gel column (hexane,
methylene chloride = 1 : 1) to give 2.4 g of an oil.
The following oxazolidines are obtained in a

corresponding manner:

c1 o N-r!?

Rl 1 R6 R7

CHy

CH(CH4)CH30CH3 H C¢Hs

Le A 25 086
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g11 R6 r7
CH(CH3)CH,0CH4 CHs CHg
CH(CH3)CH50CHS CHy C¢Hs
CH(CH3-{f_—\O H H
A\
CH(CH3)— 0 H CH3
\
CH(CHm)— 0O H C¢Hg
I\
CH(CH3)—<  © CHg CHg
Vamn
CH(CH3)=—_ 0O CHs C¢Hs
CH(CH3)— ) H H
ca(cna)~<r—_\> H CHy
< >
CH(CH3) H CeH
- 6Hs é
CH(CHz)— D CHy CHg ;
— ?
CH(CH)— ) CHg C¢Hs
Le A 25 086
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r11 R6 R7
/S

CH(CHy)—_ ) H H

CH(CH3)-<I—_\> H CHy
o—'
e

CH(CHy)— ) H CeHs
0_—’
e

CH(CHm)— ) CHy CHy
N\ .

CH(CH;— ) CHj C¢Hs
e

cn(caa)-ﬂ\__J>—OCH3 H H
N\

CH(CH3)—<  )—OCHj H CHj
I\

CH(CH3)—<X _ )—OCHj H CgHs

CH(CH3)—(F—q3—ﬂCH3 CHa CHj
7\ ’

CH(CH3)—X_ >—0CHj CHs CeHg

ca(cna)—<r—_\> H H

OCHj

Le A 25 086
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r11 RS r?
CH(CHa)—[—\> H CH3
OCH4
<
CH(CH3) P, H C¢Hg
OCH4
I\
CH(CHm)—_ ) CHj CH,
—
OCH5
~
CH(CHg3) CHg CgH
N— S
OCH5
=< D
CH(CH;)= H H
3
Yt
OCH5
= )
CH(CH3) H CH
3
— 3
OCH4
SN\
CH(CH;)— ) H CeH
N 6Hs
OCH4
N\
CH(CH)—_ ) CHg CHj
OCH4
=)
CH(CHj3) CH CeH
N 3 6Hs
OCH5
Le A 25 086
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The claims defining the invention are as follows:

1.

formul ae

Aminophenylethylamine derivatives of the general

RS R?
F=

—c 4 (1)
HZN—<>__j>—?H 'H-NH-EE\

1 3
r4 OR* R R

== ‘
H,N H—CH 2
2'—§;::;>-—? K (Ia)

RS
=
HoN— H—CH g2
Y~ T (Ib)
R4 0 N—CH

R3

in which
R = H or alkyl,:
R’ = hydrogen, acyl, aroyl, arylacyl or

r8
/
-Si-R?

5 R1O
R methyl or ethyl,
3

R

straight-chain, branched or cyclic
alkyl which is substituted by alkoxy or alkylthio
or heterocycltyl which has 4-6 ring atoms and

oxygen as the hetero atom and is optionally sub-

stituted by alkyl,
R* = W, alkyl (Cq-C3), halogen, tri-
fluoromethyl or CN,
RS

= alkyl (C4q-C3), halogen, trifluoro-
Le A 25 086
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methyl, CN, alkoxy or alkylthio,

R6 = H or alkyl,
R7 = H, alkyl, phenyl or phenylalkyl and
R8, R9 and R10 = a straight-chain or
cais branched alkyl radical.
°:iw: 2. Process for the preparation of the aminophenyl-

ethylamine derivatives of the general formulae

R R ///,Rz
H N—(i }-—-CH—CH—NH—CH , (1
2
i. l l \ 5 .
R4 or! R R
o av RS ?
HoN H—CH 2 '
. o 2 /77 7 AR (1a)
o0s T R4 o N CH
3
=67 “R7 R
[ RS
D
HoN H—CH R2
2N 7 [~ (1b)
R4 0 N——CH
R3
(s}
!
in which i
R =H or alkyl, f
R1 = hydrogen, acyl, aroyl, arylacyl or j
R8 :
,//
-si-Rr? j
w10
2 _ R
R™ = methyl or ethyl,
R3 = straight-chain, branched or cyclic

alkyl which is substituted by alkoxy or alkylthio
Le A 25 086
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or heterocyclyl which has 4-6 ring atoms and
oxygen as the hetero atom and is optionally sub-
stituted by alkyl,

R‘ = H, alkyl (C4-C3), halogen, tri-
fluoromethyl or CN,

R5 = alkyl (C4q-C3), halogen, trifluoro-
methyl, CN, alkoxy or alkylthio,

R6 = H or alkyl,

R7 = H, alkyl, phenyl or phenylalkyl and
R8, R9 and R10 = a straight-chain or

branched alkyl radical,
characterized in that, in the case of the compounds of
the formula (I)
.RS . R
R
>"\ ~ (1)
Hzn-<>__j>—cn——cn-nn-cu
P N\
R4 orR! R R3
in which
R and R2 to RS have the abovementioned meanings
and
R1 denotes hydrogen,
a) compounds of the formula (II)

R4 R2
= el (11)
Hzn-<§__j>—co——cn-na-cu
I N 3
RS R R
in which
R and R2 to RS have the abovementioned meanings,

are reduced catalytically or with suitable reducing agents,

or
b) compounds of the formula (III)

RS

) 0N

H, H—CH-R (111
in which R4
R, R‘ and RS have the abtovementioned meanings,

Le A 25 086

- 33 -



B

are reacted with amines of the formula (IV)

R? (1v)
HyN-CH
'R3
i or
fi' c) in the case of compounds of the formula (I)
P in which

: R represents hydrogen and

R1 has the abovementioned meaning,
compounds of the formula (V)

v)

X
(V]

4
@
(o]

[
0
I
o

are reacted with an amine of the formula (IV) (above) in

the presence of a reducing agent, such as, for example,
. sodium borohydride, or

d) in the case of compounds of the formula (I)
in which
R and R2 - RS have the abovementioned meanings and
. Rg
1 . ~
R' represents the radical -8i-R? and
‘i
8 .9 10 R10 . |
R, R” and R have the abovementioned meanings, ;
compounds of the formula (1) f

in which .
)
R1 represents hydrogen,

are reacted with suitable silylating substances of the j
formula (V1)

rR8 9 10 55 ;2 (V1)

in which

Z denotes halogen, CN, 0S0,-CFz,
Le A 25 086
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and R

8RR 10 ang

have the abovementioned meanings,

-0-Si-R

R8, RY

or -0-S02-0-Si-R
10
or

e) compounds of the formula (IIl) (above) are reacted

with a silylated amine of the formula (VII)

R2
R8RPR1Osi-HN-CH (VII)
R3
in which
8 9 10 . .
R, R” and R have the abovementioned meanings,
or

f) in the case of compounds of the formula (I)
in which
R R2 - R
’

case of (1) and

> have the meanings given 1in the

R1 represents acyl, aroyl or arylacyl,
compounds of the formula (I)
in which
R1

are reacted with acylating agents, or

represents hydrogen,

g) in the case of compounds of the formula (Ia)
in which
R2 - R

compounds of the formula (I)

7 have the abovementioned meanings,

in which
R

are reacted with carbonyl compounds of the formula

1 represents hydrogen,

0
I
C_ .
PN
R R’
in which

6 7

R™ and R
if appropriate in the presence of acid catalysts, or
Le A 25 086
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h) in the case of compounds of the formula (Ib)
in which
RZ - R

compounds of the formula (1)

3 have the abovementioned meanings,

in which
R1 represents hydrogen,
are cyclized with carbonic acid derivatives, if approp-
riate in the presence of bases.
3. Agents for yield promotion in animals, character-
ized in that they contain aminophenyleth laminz deriya-
. 1 ao(M(x vre W/-,[ \
tives of the formulae 1, Ia and Ib according to Claim 1)A{

4. Animal feeds, drinking water for animals and

additives for animal feeds and drinking water for animals,

characterized in that they contain aminophenylethylamine
derivatives of the formulae I, Ia and Ib according to
Claim 1’ [a ad/m'x+ure WL‘(A fcea(s*t‘(/f@ or U{f‘mL{/Z/ f/t’éi.‘fef,

5. Use of aminophenylethylamine derivatives of the
formulae I, la and 1b according to Claim 1 for yield
promotion in animals.

6. Process for the preparation of agents for y-eld
promotion in animals, characterized in that aminophenyl-
ethylamine derivatives of the formulae I, Ia and 1Ib
according to Claim 1 are-mixed with extenders and/or
diluents.

7. Process for the preparation of animal feeds,
drinking water for animals or additives for animal feeds
and drinking water for animals, characterized in that
aminophenylethylamine derivatives of the formula I, 1Ia
and Ib according to claim 1 are mixed with feedstuffs or
drinking water and if appropriate other auxiliaries.

8. Use of aminophenylethylamine derivatives of the
formulae I, Ia and Ib according to Claim 1 for the pre-
paration of agents for yield promotion in animals.

Le A 25 086
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—9-—Any novel-compound—of—the-formula—{(IL)—-———

10.- Any other novel compound, including starting quﬁor’/’/////’
intermediate compounds, set forth hereig!,orféﬁ§»novel agent or

compound, -agent, feed, liquid, additive, process, method or

cooe —StEp-being -substantially as-herein-described.———
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