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Topiramate-Induced Psychosis

TO THE EDITOR: With the use of topiramate as a strategy for
treatment-resistant bipolar disorder (1)—not to mention
other off-label uses for conditions such as borderline person-
ality disorder (2) and eating disorders (3)—clinicians need to
be aware of the possibility of topiramate-induced psychosis
in patients who have not previously had a psychotic episode.
Although there is a small amount of literature in neurology
journals regarding psychiatric adverse events in seizure pa-
tients (4), the psychiatric literature is largely silent on the sub-
ject (5). We report on a patient without a previous history of
psychosis who developed psychosis after an increase in his
dose of topiramate.

Mr. A was a 32-year-old man with obsessive-compulsive
disorder who was initially administered 25 mg/day of topi-
ramate for mood stabilization and weight loss. Eight
months later, his dose was increased from 150 mg b.i.d. to
200 mg b.i.d. Within 1 week of the increase, he became
paranoid, believed he was “the messiah,” and intended to
sacrifice himself as directed by God. He also developed
disorganized and illogical thought processes and a flat-
tened affect. He appeared to be responding to internal
stimuli. Mr. A was transferred to our care 2 months later,
after having no improvement with a reduction in his dose
of topiramate and the use of risperidone, 6 mg b.i.d. After
discontinuation of topiramate, he became less paranoid
and more organized, and his affect brightened. He im-
proved continuously throughout the day, and within 24
hours, his psychosis had resolved.

The anticonvulsant topiramate is known to cause cognitive
adverse events. Psychiatric adverse events reported in the
neurology literature include paranoid delusions, visual and
auditory hallucinations, depression, aggressive behavior, and
irritability (4). In some case reports of patients with seizure
disorder, a decrease in the dose of topiramate resulted in res-
olution of the psychosis (6). Although no controlled trials
have shown topiramate to be adequate for mood stabiliza-
tion, clinicians need be aware of adverse psychiatric events in
patients taking topiramate and consider decreasing the dose
or discontinuing the medication altogether.
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Reversal of Symptomatic Hyperprolactinemia 
by Aripiprazole

TO THE EDITOR: Hyperprolactinemia is a well-recognized com-
plication of treatment with antipsychotics, causing multiple
endocrine and sexual side effects, including the risk for os-
teoporosis and possibly breast cancer (1). We report a case of
successful treatment of risperidone-induced hyperprolac-
tinemia by the partial dopamine agonist aripiprazole.

Anne was a 17-year-old adolescent diagnosed with
schizophrenia complicated by medication noncompli-
ance. She was admitted to the inpatient service while
acutely psychotic. She had mild asthma but no other med-
ical problems. Her periods had been normal since men-
arche. Her maternal grandfather also has schizophrenia
but had been asymptomatic for many years while taking
haloperidol.

Risperidone was started because of the option for a
long-acting formulation. Anne accepted the idea of an in-
tramuscular injection because of her grandfather’s his-
tory. Her oral dose was titrated up to 4 mg/day over 2
weeks, after which she received her first injection of 25
mg. She reported a decrease in psychotic symptoms but
began to complain of bilateral breast pain, swelling, and
galactorrhea. Serum prolactin was drawn and found to be
elevated, at 119 µg/ml (normal range 0–25 µg/ml). Arip-
iprazole (15 mg/day) was added to her drug regimen be-
cause of its partial agonism at the dopamine receptor (2),
making it a theoretically useful tool in lowering prolactin.
Anne remained taking oral risperidone, 4 mg/day, and
had a gradual resolution of her breast pain and galactor-
rhea. Another prolactin level taken 12 days later was 18
µg/ml. Anne was discharged from the hospital much im-
proved while taking a combination of a long-acting intra-
muscular injection of risperidone, 25 mg every 2 weeks,
and aripiprazole, 15 mg/day.

Aripiprazole lowers serum prolactin below placebo when it
is used as a single agent (3). To our knowledge, this is the first
case report of aripiprazole used in combination with another
antipsychotic expressly to treat symptomatic hyperpro-
lactinemia. Risperidone causes more marked elevations in
prolactin than other atypical antipsychotics because it does
not fully cross the blood-brain barrier (4). Dopamine D2 re-
ceptor occupancy is therefore higher at the level of the pitu-
itary than in the striatum. Aripiprazole has a greater affinity
for the D2 receptor than risperidone, with central D2 receptor
occupancy around 90% at a dose of 15 mg/day (5). The partial
agonist property of this compound means that in the pres-
ence of dopamine hypoactivity, as induced by risperidone,
aripiprazole will function as a dopamine agonist with roughly
30% intrinsic activity at postsynaptic receptors (5), restoring
tonic inhibition to anterior pituitary lactotrophs. Spontane-
ous prolactin decline in this case would be unlikely because
the time since risperidone exposure was short. However, nor-
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malization after longer-term treatment (1 year) has been re-
ported (6).

It may be advantageous to avoid the use of directly acting
dopaminergic agents in psychotic patients because of the risk
for worsening psychosis. Whether this risk is really any lower
for aripiprazole when combined with a direct D2 receptor an-
tagonist is not clear and would need to be answered in a con-
trolled trial.
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Clozapine-Induced Allergic Vasculitis

TO THE EDITOR: Recently, a patient in our institution developed
palpable purpura shortly after initiation of the antipsychotic
clozapine. Palpable purpura is an indication of inflammatory
hemorrhage and is highly suggestive of allergic vasculitis. A
literature search revealed no prior reported cases. We are
reporting this case of clozapine-induced allergic vasculitis to
promote a swifter diagnosis and treatment of this rare com-
plication.

Mr. A was a 59-year-old man with a history of paranoid
schizophrenia, deafness, hypothyroidism, and tardive
dyskinesia. Haloperidol was being discontinued and clo-
zapine initiated because of persistent extrapyramidal
symptoms, tardive dyskinesia, and treatment-resistant
psychotic symptoms. Clozapine had been introduced 17
days earlier and was being slowly titrated upward. Besides
haloperidol, his other medications included benztropine,
divalproex sodium, lorazepam, trazodone, and levothy-
roxine. When the total dose of clozapine was 137.5 mg/
day, a rash developed on his legs. The rash was a conflu-
ent, nonblanching, erythematous, elevated patch consis-
tent with a palpable purpura. It continued to spread up
his lower extremities but never involved his palms or
soles. He was afebrile with stable vital signs and had a be-
nign examination otherwise. Aside from the clozapine,
treatment with all other medications was longer than 2

months, with haloperidol, benztropine, and divalproex
sodium having been administered for more than 10 years.

The initial differential diagnosis included Rocky Moun-
tain spotted fever, Churg-Strauss syndrome, Wegener’s
granulomatosis, microscopic polyarteritis, mixed cryoglo-
bulinemia, and Henoch-Schönlein purpura. Mr. A was
empirically administered doxycycline in case of Rocky
Mountain spotted fever, and his divalproex sodium and
clozapine doses were held steady. Rocky Mountain spot-
ted fever was ruled out by serology and by the fact that
Mr. A had been indoors (hospitalized) for the last 2 months.
Churg-Strauss syndrome was unlikely because he did not
have a history of asthma or eosinophilia. The results of
urine and blood cultures and serologies (CBC, liver func-
tion tests, creatine kinase, erythrocyte sedimentation
rate) were all unremarkable. He was transferred to a
tertiary care center for further evaluation. Mr. A was
managed conservatively without steroids and had further
serologies (serum cryoglobulins, complement C3, comple-
ment C4, hepatitis C, and antineutrophil cytoplasmic anti-
bodies studies) whose results were negative. A punch
biopsy of his skin revealed perivascular neutrophilic infil-
trate with extravasation of red blood cells, suggestive of
early leukocytoclastic vasculitis.

The diagnosis of allergic vasculitis was made because of
Mr. A’s age, recent medication adjustments, and the iso-
lated skin involvement (1). A closer review of his medica-
tions revealed that clozapine was the only new medica-
tion in the last 2 months. He improved with conservative
management, and it was decided not to rechallenge him
with clozapine.

Clozapine is the drug of choice for schizophrenia patients
with persistent residual symptoms. Clozapine-induced aller-
gic vasculitis is a rare but serious complication that should be
added to the adverse reactions to clozapine therapy. We hope
that this case will promote awareness and expedite diagnosis
and treatment of this adverse reaction.
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Smokeless Tobacco for a Nicotine-Dependent 
Schizoaffective Patient

TO THE EDITOR: Approximately 83% of the patients with schizo-
phrenia and 65% with mood disorders are nicotine depen-
dent (1). The following case demonstrates the benefit of
switching from smoking to oral tobacco in a severely nico-
tine-dependent psychiatric patient.

Ms. A, a 52-year-old woman with schizoaffective disor-
der, bipolar type, started smoking shortly after her first
psychotic episode at age 19 and, on average, smoked
about 1½ packs per day for 33 years. She had attempted
to quit using pharmacotherapy, nicotine gum, or patches
in combination with cessation classes. Both gum and
patch treatments were ineffective since they did not con-
trol her craving for cigarettes. Her motivation to quit was
strong because of the sequelae of smoking: bronchitis,


