LETTERS TO THE EDITOR

of growing interest (5, 6). Ketamine is also a weak dopamine
transporter antagonist and can be psychotomimetic. Its role
as a primary anesthetic agent in ECT deserves more study. It
may have its greatest use in patients with severe nonpsychotic
depression.
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Sertraline- and Mirtazapine-Induced Severe
Neutropenia

To THE EDITOR: Neutropenia is a rare and reversible side effect
of antidepressant treatment (1-4). Six cases of agranulocytosis
in approximately 2 million exposures to mirtazapine have been
reported (unpublished data from Organon, Inc., 1999). Be-
cause all of the patients had either a concomitant medication
or disease that might have been related to agranulocytosis, it
has been suggested that the association between mirtazapine
and agranulocytosis might have been coincidental (5).

We report on a person with depression who developed se-
vere neutropenia during treatment with mirtazapine and was
safely treated with sertraline.

Ms. A, a 44-year-old woman with complaints of sleep
disturbance, lack of energy, and unhappiness, was diag-
nosed with major depressive disorder and administered
mirtazapine, 30 mg/day. Her medical history was nega-
tive, and the results of routine blood tests (WBC count of
6.8x107/liter) were unremarkable except for a total cho-
lesterol level of 204 mg/dl. Three weeks later, she came in
with complaints of a severe sore throat, difficulty swallow-
ing, a loss of appetite, and an aphthous ulcer in her oral
mucosa, with a slightly elevated body temperature of
37.7°C during her physical examination. In subsequent
blood counts, neutropenia (a WBC count of 2.2x10%/liter)
was detected, and a blood smear revealed a granulocyte
number of 1.1x107/liter. Mirtazapine was immediately dis-
continued, and sultamicillin, 375 mg b.i.d., was started af-
ter consulting with the otorhinolaryngology department.
Within 2 weeks, Ms. A’s WBC count and granulocyte count
had gradually increased to 3.8x10%/liter and 3.2x10%/liter,
respectively. Four weeks after discontinuation of mirtaza-
pine, sertraline was administered at 50 mg/day. Within 6
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weeks, Ms. A’s depression had responded to treatment,
with more than a 50% reduction of her score on the Hamil-
ton Depression Rating Scale, while her WBC count was
6.1x10%/liter. Upon her final assessment, after 6 months of
taking sertraline, her depression had remitted completely,
without any adverse effects.

Since there was neither concomitant medication nor med-
ical illness, an association between mirtazapine and severe
neutropenia might be suggested. Neutropenia with cross-
intolerance between two tricyclics has been described before
(6), and there is evidence that patients may successfully be
treated with another class of drug after such an incidence (4).
Therefore, a selective serotonin reuptake inhibitor, sertraline,
was administered and successfully used without an adverse
effect. We may hypothesize that a different class of antide-
pressants might cause agranulocytosis by different mecha-
nisms. Patients should be monitored closely for symptoms in-
dicating agranulocytosis. An antidepressant from a different
class might be considered after such an incident.
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Clozapine-Induced Eosinophilic Colitis

To THE EDITOR: Clozapine is an atypical antipsychotic with
considerable efficacy compared to other antipsychotic medi-
cations (1). We report on a patient who developed fever and
diarrhea while taking clozapine and was diagnosed with
clozapine-induced eosinophilic colitis.

Mr. A was a 45-year-old man with schizophrenia who
had psychotic decompensation in the setting of medica-
tion noncompliance and developed neuroleptic malig-
nant syndrome when haloperidol and risperidone were
restarted. He was treated with ECT. Concurrently, cloza-
pine was started at a low dose and gradually increased.
On the 14th day of clozapine therapy, he developed a fe-
ver of 103.6°F and profuse nonbloody diarrhea. His cloza-
pine dose was 200 mg/day. His other medications at the
time were lorazepam, aspirin, and metoprolol. His other
vital signs were stable, and there was no muscle rigidity or
elevation of creatine kinase to suggest recurrence of neu-
roleptic malignant syndrome.

His laboratory values showed mild elevation of his WBC
count (to 12,300/mm3). The results of multiple blood cul-
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