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Chapter 6
Mirtazapine for the treatment of interferon
induced psychopathology

S. Russo, MD, J.C. Boon, MD, E.B. Haagsma, MD, PhD, E.G.E. de Vries, MD,
PhD, J.A. den Boer, MD, PhD, J. Korf, PhD

To the editor: Psychiatric comorbidity is reported in 9 to 37% of
patients treated with recombinant interferon (1). Recently, diminis-
hed serotonergic neurotransmission has been proposed as the
pathophysiological mechanism (2). Treatment of these side-effects
focuses on serotonin specific reuptake inhibitors (SSRIs).
Prophylactic treatment with the SSRI paroxetine reduced the per-
centage of patients  developing depression from 45% to 11% (3).
SSRIs may not be the drugs of choice in all patients. In a case
report, the antidepressive effect of an SSRI was nullified by interfe-
ron (4). As an alternative we prescribed mirtazapine, an antidepres-
sant, with postsynaptic actions on the serotonergic and noradrener-
gic systems, which acts independent of available serotonin. Thus far
3 patients have been treated. The first patient was a 43 years old
female with multiple sclerosis. After 6 weeks treatment with interfe-
ron-beta (24 million U/week subcutaneously) depression and increa-
sed irritability began to develop. She received mirtazapine (30
mg/day orally) but after two days mirtazapine was discontinued
because of severe sedation. One week later she restarted mirtazapi-
ne at 7.5 mg/day and experienced relief already after three days.
Two weeks later the mirtazapine dose was increased to 15 mg/day
and the psychiatric symptoms completely resolved. She is now on
mirtazapine 15 mg/day for 15 months. The second patient was a 29
years old male hepatitis C patient, who received interferon-alpha 5
million U/day subcutaneously. After one month he became irritable,
gloomy and developed social problems due to increased expression
of verbal aggression. He received mirtazapine 15 mg/day orally and
all symptoms faded in a few days. This patient kept taking mirtazapi-
ne during the interferon-a treatment lasting 6 months. The third
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patient, a man of 27 years, received pegylated interferon-alpha sub-
cutaneously 125mg/ week for hepatitis C. After one month he beca-
me depressive and increasingly aggressive. Following mirtazapine
15 mg/day orally, symptoms relieved in a few days. One month later,
he ended mirtazapine treatment because he was free of symptoms.
No relapse of psychiatric symptoms occurred during the 6 month'
interferon-alpha course. Because irritability and aggressive persona-
lity change were the predominant symptoms in all three patients
they were diagnosed according to DSM IV criteria as having a 'per-
sonality change due to a medical disorder'. Diagnoses were made
by an experienced psychiatrist. These treatment results are remar-
kable for two reasons. Treatment effects appeared within days. This
was probably not related to the sleep inducing side-effect of mirtaza-
pine since none of our patients suffered from sleeping problems. In
contrast, antidepressive respons on paroxetine in patients receiving
interferon-alpha was recently reported to take 4 weeks (5). In addi-
tion, only low doses mirtazapine were needed compared to those
used to treat a common depression (30-45 mg/day). The findings
suggest that the low cerebral serotonin level caused by interferon
may limit antidepressive effects of SSRIs (2). However, our findings
are not based on a placebo controlled study and therefore interpre-
tation of the results has to be cautious.
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