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Background. We report a case of weight loss associated with modafinil-initiation in a clozapine-treated man with
schizoaffective disorder.
Methods. To report the impact of modafinil, a wake promoting agent that lacks the unwanted side affects brought on by 
many psychostimulants, on weight in a clozapine-treated patient.
Results. Modafinil was initiated, and over the course of 1 year, Mr. B. experienced a weight loss of 40 lbs (from 280 lbs to 
240 lbs) and a reduction in body mass index (BMI) of 5.08 Kg/m2 (from 35.52 Kg/m2 to 30.44 Kg/m2). After 3 years on the 
combination of clozapine and modafinil, his weight stabilized at 230 lbs (BMI = 29.59 Kg/m2). A 30-lb weight gain over a 
6-month period occurred following discontinuation of modafinil. Reinstitution of modafinil resulted in a 10-lb. weight loss 
over a 6-week period.
Conclusions. Modafinil treatment resulted in a significant weight loss in this patient, possibly due to reducing clozapine-
associated fatigue. Randomized placebo-controlled trials are necessary to evaluate the safety and efficacy of modafinil for 
clozapine-associated weight gain.
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INTRODUCTION

Clozapine, an atypical antipsychotic agent, offers reduced
extrapyramidal side effects and is indicated for the treatment-
resistant schizophrenia population. Worrisome side effects of
clozapine include sedation, hypersalivation, constipation, seiz-
ures, weight gain, hyperglycemia, hyperlipidemia, and agran-
ulocytosis (1,2). Many psychotropic medications, including
antipsychotic agents, are associated with significant weight
gain. Allison et al. (3) performed a meta-analysis and estimated
the average weight change for subjects treated with antipsy-
chotic agents over a 10-week period ranged from 0.39 Kg

reduction with molindone to 4.15 Kg and 4.45 Kg increase
with olanzapine and clozapine, respectively.

Weight gain, a significant concern in clozapine-treated
patients, may continue for up to 46 months after clozapine-
initiation (1,2). Several studies have reported substantial weight
gain with clozapine (4–9) which significantly correlated with
clinical response in two studies (6,9). Obesity is associated with
an increased risk for hypertension, dyslipidemia, insulin resis-
tance; type 2 (non-insulin-dependent) diabetes mellitus, cardio-
vascular disease, respiratory dysfunction, and gallstones (10).

Modafinil is a schedule IV wake-promoting agent, which is
FDA-approved for the treatment of narcolepsy. It is chemically
and pharmacologically distinct from other psychostimulants.
Modafinil does not appear to have the same dopaminergic acti-
vation or cause jitteriness, anxiety, or involuntary movements
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that are routinely seen in other CNS stimulant drugs (11). Addi-
tionally, modafinil has a low potential for abuse (12–15). Mild
headache and nausea are the two most frequently observed
adverse experiences with modafinil (11). The wake-promoting
mechanism of action of modafinil remains uncertain, despite
numerous reports of its neuropharmacological action in the
brain (14–16).

Modafinil may be useful in relieving the sedating and
fatiguing side effects of other medications such as clozapine;
however, significant weight loss is not an expected outcome.
We present a case of modafinil-associated weight loss in a
clozapine-treated male with schizoaffective disorder.

CASE REPORT

Mr. B. is a 33-year-old non-smoker, African-American male
with a 10-year history of schizoaffective disorder, bipolar type.
He gained over 100 lbs over several years of treatment on a
number of antipsychotic agents including haloperidol, risperi-
done, olanzapine, quetiapine, and finally, clozapine. Clozapine
was initiated because of persistent psychotic symptoms and
mood instability. Although Mr. B. exhibited excellent improve-
ment in psychotic symptoms and mood instability, he experi-
enced severe side effects from clozapine (i.e., sedation, fatigue,
and weight gain), which greatly interfered with his ability to
function in his college courses. As a result, modafinil 200 mg/
day was initiated 6 months into clozapine treatment, and was tol-
erated without any adverse events for 3 years. During the first
year, on the combination of clozapine and modafinil alone, Mr.
B. experienced a weight loss of 40 lbs (from 280 lbs to 240 lbs)
and a reduction in BMI of 5.08 Kg/m2 (from 35.52 Kg/m2 to
30.44 Kg/m2). He had not altered his diet nor increased his exer-
cise routine during this period. Mr. B. continued on the combina-
tion of clozapine and modafinil for another 2 years. Throughout
the 3-year period, fasting glucose (range 92 mg/dl to 94 mg/dl)
and vital signs, including blood pressure (systolic blood pressure
range 114–124mmHg; diastolic blood pressure range 60–
71mmHg) and pulse, remained stable and within normal limits.
After 3 years on the combination of clozapine and modafinil, his
weight stabilized at 230 lbs (BMI = 29.59 Kg/m2). However,
restrictions were placed on modafinil prescriptions by the Med-
icaid Formulary and modafinil was discontinued. This resulted
in a 30-lb weight gain over 6 months, without significant change
in mood or psychiatric symptoms. Modafinil was restarted with
the aid of modafinil samples and resulted in a 10-lb weight loss
over a 6-week period.

CONCLUSION

While modafinil decreased the fatiguing side effects of
clozapine, it also resulted in a 40-lb weight loss over 1 year and
a 50-lb weight loss over 3 years. Additionally, following
discontinuation of modafinil, significant weight gain was

observed over several months. Upon reinstitution, weight loss
again occurred in this patient. As there are few successful inter-
ventions for weight gain associated with atypical antipsychotic
agents, the addition of modafinil to clozapine may be helpful in
some patients. The potential mechanism of modafinil-associated
weight loss in a clozapine-treated patient is unknown, but may
be related to increased activity (17). This may include non-
aerobic activity such as activities of daily living, fidgeting, and
posture movement.

Mr. B. noted a significant improvement in his fatigue and
sedation while tolerating the combination of clozapine and
modafinil. No worsening of psychotic or manic symptoms was
observed. There are two cases reported in the literature of
modafinil added to clozapine that resulted in an increase in
psychotic symptoms (18,19), possibly due to a decrease in
clozapine blood levels. Modafinil may induce P450 1A and
3A4 isoenzymes, both important in the metabolism of cloza-
pine. However, this was not evident in Mr. B.’s case as he
experienced an improvement in fatigue and sedation, and with-
out an exacerbation of psychotic symptoms from modafinil.

Antipsychotic agents may not only increase appetite leading
to an increase in caloric intake, but may also reduce caloric
expenditure by decreasing physical activity secondary to seda-
tive and fatiguing side effects. The sedative and fatiguing effects
of antipsychotic agents may contribute to reduced activity and
exercise in schizophrenic patients. Weight gain and obesity in
the chronically mentally-ill are contributing factors for medical
disorders such as hypertension, diabetes mellitus, and cardiovas-
cular disease. Modafinil may offer an approach to reduce or
reverse weight gain and associated morbidity in antipsychotic-
or psychotropic-treated patients. However, randomized placebo-
controlled trials are necessary to evaluate the safety and efficacy
of modafinil for clozapine-associated weight gain.
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