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Abstract:

The paper describes the effect of amantadine addition to imipramine therapy in patients suffering from treatment-resistant unipolar
depression who fulfilled DSM IV criteria for major (unipolar) depression. Fifty patients were enrolled in the study on the basis of
their histories of illness and therapy. After a 2-week drug-free period, 25 subjects belonging to the first group were treated only with
imipramine twice daily (100 mg/day) for 12 weeks, and 25 subjects belonging to the second group were treated with imipramine
twice daily (100 mg/day) for 6 weeks and then amantadine was introduced (150 mg/day, twice daily) and administered jointly with
imipramine for the successive 6 weeks. Hamilton Depression Rating Scale (HDRS) was used to assess the efficacy of antidepressant
therapy. Imipramine did not change the HDRS score after 3, 6 or 12 weeks of treatment when compared with the washout (before
treatment). The addition of amantadine to the classic antidepressant reduced HDRS scores after 6-week joint treatment. Moreover,
the obtained pharmacokinetic data indicated that amantadine did not significantly influence the plasma concentration of imipramine
and its metabolite desipramine in patients treated jointly with imipramine and amantadine, which suggests lack of a pharmacokinetic
interaction. The obtained results indicate that joint therapy with an antidepressant and amantadine may be effective in treatmentresistant unipolar depression.
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Introduction
It is well known that all currently used antidepressant
drugs (ADs) show therapeutic efficacy in a maximum
of 60–70% of patients in a major depressive episode
(unipolar or bipolar). The remaining 30–40% of
patients fail to demonstrate substantial clinical improvement following the first treatment (defined as at
least 50% reduction in the score of symptoms) [e.g.
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10]. Therefore, in order to improve the therapy,
a combination of ADs belonging to various pharmacological groups, or a combination of an AD and
a substance which can enhance its effect has been
used in clinical practice. In recent years, much attention has been devoted to the glutamatergic system in
general, and to NMDA receptor antagonists in particular in the mechanism of action of antidepressant
drugs [15]. The antidepressant properties of those
compounds were described in the past decade [28],

