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It has been found that the l-oxy-2-piperldyl-
1,2,3,4-tetrahydronaphthalenes of the general

formula:
H OH
1
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R, 5 4

possess a strong analgetic action at a compara-
tively small toxieity.

In the foregoing general formula Ri and Ra
mean hydrogen atoms, oXy, alkyloxy or alkyl
groups and Rs; and R4 hydrogen atoms or alkyl
groups.

The production of the compounds according to
the Invention is carried out by known methods,
in that the corresponding l-oxo compounds are
reduced for instance by catalytic hydrogenation
or reduction by aluminum amalgam etc. The
1-oxo compounds used as the starting material
can be obtalned for instance by the process ac-
cording to the U. S. A. Patent (Application Serial
Number 308,702) by reacting the l-oxo-2-halo-
genetetrahydronaphthalenes with piperidines in
the presence of organic solvents with the excep-
tion of unhydrous methyl alcohol.

As especlally good analgetics were found the
6-methoxy-1-oxy-2-N-piperidyl - 1,2,3,4-tetrahy-
dronaphthalene with a m. p. of 110°C (m. p. of the
hydrochloride 206° C) and the 6-methoxy-1-oxy-
2-N(2,4 - dimethylpiperidyl) - 1,2,3,4 - tetrahydro-
naphthalene (m. p. of the hydrochloride 183°C)
as well as the corresponding ethoxy and butoxy
compounds.

Strauss has described (see Berichte der deut-
schen chemischen Geselischaft vol. 54 (1921) p.
40 and following, especially p. p. 59 and 62) a
compound, which he has formulated as the 1-
oxy-2- piperidyl - 1,2,3,4 - tetrahydronaphthalene.
Von Braun supposes (See the same paper vol. 65
(1921) p. 3648 and following especially p. 3655)
its constitution to bhe that of the 1-oxy-2-piperi-
dyl - 1,2,3,4 - tetrahydronaphthalene. But the
known compound is the 1-piperidyl-2-oxy-tetra-
hydronaphthalene, this following from the fact
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that by the catalytic hydrogenation of the 1-oxo0- ¢

2-plperidyltetrahydronaphthalene an oxy com-
pound results, which is different from the known
compound., However the constifution of the
compound obtalned by the catalytic hydrogena-
tion of the l-oXo-2-piperidyltetrahydronaphtha-~
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lene is verified by the process of its preparation,
especially in accordance with researches con-
cerning the production of the synthetlc adren-
allne and ephedrine.

In the following the process according to the
Invention may be explained on hand of some ex-
amples, no lmitations as to the starting ma-
terials, the proportions of thelr quantities, the
temperatures etc. stated in these examples, being
Intended.

EXAMPLE 1 —6-methory-1-oTy-2-N-piperidyl-
1,2,3,d-tetrahydronaphihalene

80 g of the hydrochloride of the 6-methoxy-1-
0x0-2 - piperidyl - 1,2,3.4 - tetrahydronaphthalene
with a m. p. of 203°C dissolved in 500 cc of methyl
alcohol are hydrogenated with 30 g of a nickel
catalyst under a hydrogen pressure of 200 atm
at 110-120°C. The hydrogen addition stops as
soon as about 1 mol of hydrogen is taken up.
From the resulting solution one obtains 60 g of
the base with a b.p. of 177°C at 0,3 mm Hg in
a yield of 86% of the theory. When crystallised
out of petrol it melts at 110°C. The hydrochlo-
ride has a m.p. of 206°C; beside this 6 g of an
isomeriec compound (m.p. of the hydrochloride
186°C) in a yield of 8.5% of the theory are to be
obtained,

ExXAMPLE 2,—i1-0zy-2-N-piperidyl-1,2.3.4-
tetrahydronaphthalene

25 g of the l-oxo-2-piperidyl-1,2,3.4-tetrahy-
dronaphthalenic base with a b.p. of 183°C at 0,3
min Hg (m.p. of the hydrochloride 203°C) dis-
solved in 600 ce of methyl alcohol are hydrogen-
ated with 30 g of a nickel catalyst at 100-120°C
under a hydrogen pressure of 200 atm until the
hydrogen absorption stops. 20 g of the base with
a b.p. of 180°C at 0,1 mm Hg in a yleld of 80%
of the theory are ohtalned. The hydrochloride
has a m.p. of 200°C (the mixed melting point
(Mischschmelzpunkt) with a comparison materi-
al lays at 165-178°C).

ExampLE 3.—6-methozy-1-ozy-2-N-o - pipecolyl -
1,2,3 4-tetrahydronaphthalene

32,6 g of the hydrochloride of the 6-methoxy-
1-0%0-2-a- pipecolyl-1,2,3.4 - tetrahydronaphtha -
lene with a m.p. of 182°C dissolved 1n 500 cc of
alcohol are hydrogenated with 20 g of a nickel
catalyst as above-mentioned. 20.6 g of the am-
inoaleohol with a b.p. of 172°C at 0,1 mm Hg in
a vileld of 72% of the theory are obtained. The
hydrochloride has a m.p. of 198°C; the mixed



melting point
177°C.

ExAMPLE 4.—6-methory-1-ozy-2-N(2,4-dimeth-
ylpiperidyD) -1,2,3,4-tetrahydronaphthalene

25 g of the hydrochloride of the 6-methoxy-1-
0x0-2(2,4-dimethylpiperidyl) -1,2,3,4- tetrahydro -
naphthalene with a m.p. of 203°C dissolved in 80
c¢ of alcohol are hydrogenated with 10 g of a
nickel catalyst at 120-130°C under a hydrogen
pressure of 400 atm until 1 mol of hydrogen 1s
taken up. Hereby 17,5 g of the aminoalcohol
with & b.p. of 206°C at 0,4 mm Hg in a yield of
79% of the theory are obtained. The hydrochlo-
ride has & m.p. of 183°C,

ExampLE 5 —7-methory-1-ory-2-(N-teirahydro-
isochinolyl) -1,2,3 4-tetrahydronaphthalene

23,5 g of the hydrochloride of the T-methoxy-
1-0x0-2(N-tetrahydroisochinolyl) - 1,2,3 .4 - tetra -
hydronaphthalene with a m.p. of 195°C dissolved

(Mischschmelzpunkt) lays at
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in 85 cc of aleohol are hydrogenated with 20 g of
a nickel catalyst at 110°C under a hydrogen pres-
sure of 300 atm. 20,2 g of the hydrochloride of
the aminoaleohol with 8 m.p. of 214°C In a yield

5 of 86% of the theory are obtained.
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EXAMPLE 6. —6-methozy-1-0xy-2-N(6-methory-1-
methyl-1,2,3,4 - tetrahydroisochinolyl) - 1,2,3,4-
tetrahydronaphthalene

23,7 g of the hydrochloride of the 6-methoxy-
1-0x0-2-N(6-methoxy-1-methyl-1,2,3,4 - tetrahy.
droisochinolyl) -1,2,3.4 - tetrahydronaphthalene
with a m.p. of 191°C (m.p. of the base 130°C)
dissolved in 60 cc of alcohol are hydrogenated
with 0.7 g of platinum oxide at 95-100°C under
a hydrogen pressure of 110 atm. 19 g of the
aminoalcohol with a m.p. of 110°C in a yield of
88% of the theory are obtained. The hydro-
chloride has a m.p. of 208°C.
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