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SPECIFICATION
Use of fluoxetine as an anti-anxiety agent

This invention provides non-sedatory anti-anxiety
agents.

Fluoxetine [N-methyl-3-(4-trifluoromethyl-
phenoxy)-3-phenylpropylamine] hydrochloride is
being examined clinically as an anti-depressant
agent in several European countries and the United
States. The compound, as taught in U.S. Patents No.
4,018,895 and 4,314,081, has been found to block the
uptake of various physiologically active
monoamines, especially serotonin. This relatively
selective biological action is believed to account for
the anti-depressant effect. In addition, it was post-
ulated that this biological action may also be useful
in treating disorders of sleep, sexual performance,
appetite, muscular function, pituitary function, schi-
zophrenia, and hypothermia. Fluoxetine is particu-
larly desirable as an anti-depressant agent because,
unlike most anti-depressants, it is not a sedative.

Norfluoxetine [3-(4-trifluoromethylphenoxy)-3-
phenylpropylamine] is a metobolite of fluoxetine
and is also known to block monoamine uptake,
especially serotonin. See U.S Patent No. 4,313,896.

Most non-sedatory anti-depresant agents are not
effective in treating anxiety. Thus, often when treat-
ing depression and anxiety, such agents are used in
combination with an anti-anxiety agent. Some other
anti-depressant agents are also useful in treating
anxiety. However, presently used anti-depressant/
anti-anxiety agents are also sedatives. It is therefore
desirable to discover an anti-anxiety agent which
does not cause sedation but which can also be used
in the treatment of depression if so indicated.

I have discovered that the administration of fluox-
etine or norfluoxetine to human patients suffering
from anxiety is useful in reducing their anxiety. This
effect was entirely unexpected because the com-
pounds are not known to possess any sedative
activity. This activity was demonstrated by the
following clinical investigation.

In one study, a single investigator performed a
randomized, double-blind study comparing fluox-
etine, imipramine, and placebo. The 46 test subjects
received a daily dose of 20-80 mg. of fluoxetine
hydrochloride (median dose 60-80mg.) in two di-
vided doses, the positve control group of 42 subjects
received a daily dose of 100-300 mg. of imipramine
hydrochloride (median dose 200-250 mg.) in three
divided doses, and the negative control group of 52
subjects received an equal number of placebo
capsules administered three times per day. Therapy
was continued for up to six weeks. Each subject was
evaluated weekly. The end point evaluation was
compared to the pre-treatment baseline anxiety
evaluation for each subject and then for each group
of subjects. Each subject was evaluated on two
different scales. On the Covi anxiety scale, both
fluoxetine and imipramine were significantly better
than placebo in reducing anxiety {p <0.001). Surpris-
ingly, this same comparison between fluoxetine and
imipramine showed fluoxetine significantly better
than imipramine in reducing anxiety (p = 0.005). The
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same subjects were evaluated on the anxiety com-
ponent of the Hamilton depression scale. Once
again, as compared to placebo, both fluoxetine (p
<0.001) and imipramine (p = 0.010) were significant-
Iy more effective in reducing anxiety. As before,
fluoxetine was significantly superior to imipramine
in reducing anxiety (p <0.001).

Thus, the present invention is specifically directed
to the use of fluoxetine, or norfluoxetine, fluoxetine
or norfluoxetine as an anti-anxiety agent.

The preparation of fluoxetine is taught in U.S. Patent
No, 4,314,081. Pharmaceutical compositions con-
taining fluoxetine are claimed in U.S. Patent No.
4,194,009. The preparation of norfluoxetine, salts,
and pharmaceutical formulations are described in
U.S. Patent No. 4,313,896. As used in this invention,
it is preferred that the compounds be administered
in the form of a pharmaceutically acceptable acid
addition salt, especially the hydrochloride salt. Itis
also preferred that the compounds or their salts be
administered in the form of a suitable pharmaceutic-
al preparation. Especially preferred is a pharmaceu-
tical formulation in unit dosage form which can be
administered by the oral route. The compounds can
alternatively be administered parenterally.

CLAIMS

1. Use of fluoxetine or norfluoxetine or a phar-
maceutically acceptable salt of fluoxetine or norf-
luoxetine as an anti-anxiety agent.

2. Use of fluoxetine, or norfluoxetine, or a phar-
maceutically acceptable salt of fluoxetine or norf-
luoxetine as an oral anti-anxiety agent.

3. Use of fluoxetine hydrochloride or norfluox-
etine hydrochloride as an anti-anxiety agent.

4. Fluoxetine or norfluoxetine or a pharmaceutic-
ally acceptable salt of fluoxetine or norfluoxetine for
use as an anti-anxiety agent.
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