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Clinical Case Studies
MANIA ASSOCIATED WITH MIRTAZAPINE

AUGMENTATION OF FLUOXETINE

Bernardo Ng, M.D.*

INTRODUCTION
Antidepressants can potentially induce mania,

although the actual mechanism has not been established.
The early identification of antidepressant-induced mania
has been considered important for diagnosis as well as
for therapy and prognosis. Available reports have de-
scribed antidepressant induced mania due to tricyclic an-
tidepressants (TCAs), monoamino oxidase inhibitors
(MAOIs), selective serotonin reuptake inhibitors (SSRIs),
and other antidepressants such as Nefazodone and
Mirtazapine [Benazzi, 1997; Boerlin et al., 1998; De
Leon et al., 1999; Howland, 1996; Shammi, 1995;
Soutullo et al., 1998; Zaphiris et al., 1996]. With the de-
velopment of safer and more selective agents, antidepres-
sant combinations are increasingly common. Results of
these combinations, and the effect of one antidepressant
on another, are not fully understood and remain a daily
challenge for psychopharmacologists. The following is a
case in which the addition of Mirtazapine to Fluoxetine
probably resulted on a case of “combined” antidepressant
induced mania.

CASE HISTORY
This is a 48-year-old married woman with a 3-month

history of progressive feelings of anxiety and depression
who sought psychiatric help. She had been experiencing
irritability, frustration, weight loss, lack of motivation,
anhedonia, and dissatisfaction. She felt overwhelmed,
sad, easily annoyed, despondent, and increasingly wor-
ried. She reported no prior history of suicide attempts/
ideation, mania, psychosis, depression, or post partum
mood disorders. She denied family history of bipolar dis-
order. Previous treatment with fluoxetine, alprozalam,
and estazolam, for a total of 8 weeks, had been partially
successful.

During the initial evaluation, the patient was fairly
groomed. She appeared to be extremely tense and rest-
less, yet she took a long time to answer questions. She
was ambivalent and hesitant in her responses, and she
had a difficulty developing rapport. She was depressed
and on the verge of crying through most of the initial
examination. Her score on the Hamilton Depression
Scale was of 34.

The patient was diagnosed with moderate to severe
major depressive disorder. Her fluoxetine was adjusted

from 20 mg/day to 40 mg/day, alprozalam was main-
tained at 0.75 mg/day, and estozalam was maintained at
10 mg at bedtime as needed. After 10 days, symptoms did
not improve, and she was started on mirtazapine 30 mg at
bedtime; estazolam was discontinued, and her dosage of
alprozalam was increased to 1 mg/day. The following
chronicles the patient’s history of antidepressant use.

WEEK 1 TO 5 ON MIRTAZAPINE
The patient felt more energetic and less anxious. She

took up walking as a form of exercise every other day and
resumed attending social functions with her husband.
She tolerated mirtazapine, accomplishing 9 to 10 hr of
sleep with no daytime sedation. The patient reported oc-
casional dark days, but she had drastically improved
physically and emotionally. She began to perform tasks
that she had been unable to do on her own, such as gro-
cery shopping and driving her children to and from dif-
ferent activities.

WEEKS 7 TO 11 ON MIRTAZAPINE
The patient reported feeling somewhat “accelerated.”

She began to sleep less, shop more frequently, and be-
come excessively sociable compared with her premorbid
state. Administration of fluoxetine was discontinued. Her
score on the Young Mania Rating Scale (initial evaluation
with this scale) was 26. Family and marital problems
emerged as a result of the patient’s behavior. She became
very argumentative, spent money impulsively, and was
constantly agitated. Administration of mirtazapine was
decreased to 15 mg at bedtime, and eventually discontin-
ued along with the alprozalam at week 11. At that time
clonazepam 0.5 mg at bedtime, and valproate 250 mg at
bedtime (to titrate up to therapeutic level) were started.

WEEKS 4 TO 6 OFF MIRTAZAPINE
The patient’s sleeping pattern had improved, and

her impulsive spending decreased considerably. Her
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dosage of valproate was at 2,000 mg/day (serum level
of 91 mg/L), and clonazepam was decreased to 0.25
mg at bedtime. She felt considerably calmer and more
relaxed, spent more time with family members, and
curbed her impulsive spending. The patient’s score on
the Young Mania Rating Scale was 2.

WEEK 16 TO 32 OFF MIRTAZAPINE
The patient felt well overall and discontinued val-

proate without consultation because of weight gain.
She was re-educated and agreed to resume it along
with topiramate. The patient reported depressed
mood, anergy, lack of motivation, poor concentration,
and anxiety. She was prescribed citalopram 10 mg/day.

WEEK 5 TO 10 ON CITALOPRAM
Her sleep patterns had improved, and her depres-

sion was better. She was still irritable and unable to
lose weight. The topiramate and valproate were dis-
continued. She was started on carbamazepine up to
400 mg/day and the citalopram titrated to 40 mg/day.
Carbamazepine was discontinued 3 weeks later be-
cause of a white blood cell count of 2,600 mm3. The
patient improved and lost a few desired pounds. Her
spending and eating habits were back to her premorbid
status. Her medication dosages were down to clon-
azepam 0.25 mg at bedtime, and citalopram 30 mg/day.
Her score on the Hamilton Depression scale was 12.

WEEK 32 ON CITALOPRAM
Patient’s depression was stable with no recurrence

of manic symptoms for 55 weeks. Her only medication
was citalopram 20 mg/day.

DISCUSSION
The highlights in the treatment of this patient are

as follows:

• The patient did not respond to treatment with
fluoxetine up to 40 mg/day for a total of 10 weeks.

• Treatment was augmented with mirtazapine. Within
7 weeks, the patient entered a manic state that per-
sisted after 3 weeks off fluoxetine.

• Symptoms persisted after discontinuation of fluox-
etine, and reduction on the dose of mirtazapine, so a
mood stabilizer was started.

• Manic symptoms did not recur even after 6 months
of treatment with citalopram and without a mood
stabilizer.

As in all case reports, cause and effect relationships
are difficult to establish, but at least a few conceivable
explanations are the following:

• Patient had a spontaneous switch into mania. This
seems unlikely as patient had no personal or family
history of bipolarity, and she remained non-manic
even after 6 months on an antidepressant and with-
out a mood stabilizer.

• This was a case of mirtazapine induced mania,
since the manic symptoms continued even after
patient was off fluoxetine. However, the half-lives
of fluoxetine and nor-fluoxetine are long enough
as to argue that there was none in the patient’s
system by the time the mood stabilizer was
started. On the other hand, the manic symptoms
did not recur even after she was on citolapram,
which is also an SSRI. Nevertheless, the fact that
an antidepressant of one class (i.e., citalopram)
did not cause mania does not mean that another
one of the same class will not (i.e., fluoxetine).
One would therefore wonder how patient would
have responded to a “clean” trial on mirtazapine
monotherapy.

• The author believes that the most plausible
explanation of the switch into mania is that it
was induced by the combination of fluoxetine
and mirtazapine. The interaction of the two
drugs could have created an effect that none
alone would have caused. According to Stahl
[2000], the mirtazapine-fluoxetine combination
causes a double disinhibition of serotonin, both
by reuptake blockade and by alpha 2 antagonism,
while causing a single boosted norepinephrine
effect. Theoretically this combination should be
particularly useful on a resistant depression with
associated anxiety.

• Antidepressant combinations are extensively used
by clinicians and have helped some patients but
not others. Unfortunately little scientific docu-
mentation of this empirical usefulness of such ra-
tional combinations is yet available. Further
studies are encouraged in order that potential risk
and benefits of such combinations are better
known and made available to the patient.
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