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Abstract

Background: Prader-Willi syndrome (PWS), a neurologic disorder caused by a mutation of chromosome 15,
is characterized by such symptoms as hypotonia, hypogonadism, hyperphagia, cognitive impairment, and
difficult behaviors. One of the most concerning symptoms is hyperphagia, which can lead to uncontrolled
obesity. Obesity is a major cause of increased morbidity and mortality in patients with PWS; however,
diagnosing PWS early in life improves the prognosis.

Case Summary: An 11-year-old African American boy with a past medical history significant for PWS,
attention deficit/hyperactivity disorder, oppositional defiant disorder, obesity, and asthma was admitted
after he became violent and destructive at his foster home while trying to get food. The patient had a 28-
day stay on the children’s crisis intervention unit where quetiapine was discontinued and he was maintained
on clonidine 0.1 mg 3 times daily, hydroxyzine 25 mg in the morning and 50 mg at bedtime, montelukast 5
mg daily and titrated on methylphenidate 10 mg in the morning and 5 mg in the afternoon, topiramate 100
mg twice daily, and aripiprazole 10 mg twice daily. The patient displayed improved behavior control and less
food-related aggression; he denied any side effects of medications.

Discussion: This case demonstrates the positive effects of topiramate for reducing aggression and demand
for food in a child with PWS most likely due to an increase in satiety. It is hard to definitively attribute the
positive response directly to topiramate. Further research should be conducted to determine if topiramate is
an effective treatment option in these individuals.
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Hyperphagia is often the most concerning issue in these
patients due to increased risk for obesity and other
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to control diet and weight.* Patients and families can
attempt behavioral modifications for weight loss, includ-
ing decreasing caloric intake and following exercise
programs; however, poor adherence may be a barrier to
success due to the long-term commitment needed.” There
is an unmet need for targeted pharmacotherapy for
hyperphagia in this patient population. Currently, there is
no US Food and Drug Administration—approved medica-
tion or surgical intervention indicated for this or any
symptom associated with PWS.*

Here, we present the case of an 11-year-old male patient
with PWS who demonstrated severely violent behaviors
secondary to compulsive-eating disorder, resulting in
admission to an inpatient psychiatric facility. The use of
topiramate, an anticonvulsant with the side effect of
appetite suppression, resulted in dramatic improvement in
this patient.

Case Report

The patient was an 11-year-old African American boy with
a past medical history significant for PWS, attention
deficit/hyperactivity disorder, oppositional defiant disor-
der, obesity and asthma. Per report, the patient became
violent and destructive at his foster home when he was
denied excessive amounts of food. His home medications
included clonidine 0.1 mg 3 times daily for attention
deficit/hyperactivity disorder, hydroxyzine 25 mg daily for
anxiety and 5o mg at bedtime for anxiety and insomnia,
montelukast 5 mg at bedtime for asthma, and quetiapine
100 mg twice daily for mood stabilization. All home
medications were continued upon admission to the
children’s crisis unit. Per the foster mother, in the past,
when quetiapine was introduced, the patient’s compul-
sive-eating and violent behaviors toward wanting food
worsened. The patient had been given benztropine and
aripiprazole in the past but their effects were undocu-
mented and no other psychiatric history was known. Per
the foster mother, the biological father had a diagnosis of
schizophrenia, and there was a history of anxiety on the
maternal side.

On days 2 and 3 of admission, the patient was eating
excessively, was demanding food, and required constant
redirection. At this time, quetiapine was discontinued and
aripiprazole 5 mg daily, methylphenidate 5 mg daily, and
topiramate 25 mg twice daily were added to the
treatment regimen. The patient responded well to the
medication in terms of aggression by day 4. On day 6, the
patient attacked staff and continued to be aggressive
about food and resistant to healthy choices offered to
him. At this time, topiramate was increased to 50 mg
twice daily. Additionally, methylphenidate was increased
to 10 mg daily. The patient had to be placed in restraints

for 2 hours on day 8 due to violent and threatening
behaviors unrelated to food. After the incident, aripipra-
zole was increased to 10 mg twice daily, topiramate was
increased to 100 mg twice daily, and both divalproex 250
mg twice daily and methylphenidate 5 mg before lunch
were added. On day 10, the patient was still seeking food
but behaviors remained in control. On days 11 through 14,
the patient was able to control impulses when told to wait
for food and denied any side effects of medications. The
patient was ready for discharge on day 15; however, he
had to wait for appropriate postdischarge placement. On
days 16 through 28, the patient displayed improved
behavior control, had less food-related aggression, and
was verbal and helpful on the unit; the patient acknowl-
edged that he was “happy on his medications” and
“doesn’t eat as much” due to his lessened appetite. The
patient was discharged on day 28 on the following
medications: clonidine 0.1 mg 3 times daily, hydroxyzine
25 mg in the morning and 50 mg at bedtime, montelukast
5 mg at bedtime, methylphenidate 10 mg in the morning
and 5 mg in the afternoon, topiramate 100 mg twice daily,
and aripiprazole 10 mg twice daily.

Discussion and Conclusion

Studies of various psychopharmacologic interventions
have demonstrated positive effects on self-injurious
behavior, but few have shown improvements in compul-
sive eating and weight.*> A PubMed search revealed 2
open-label trials, 1 in adults and 1 in a youth population,
which analyzed the effectiveness of topiramate in PWS,
and 1 case series of 3 adult case reports that looked at
attenuation of self-injurious behaviors.>®7 Two of these
studies examined effects on appetite and weight specif-
ically.>® In all the trials, each person had a confirmed
diagnosis of PWS and was titrated to an effective dose of
topiramate.>%7

Smathers et al* described an open-label trial of 8 patients
between the ages of 10 and 19 years who were titrated to
a dose of 100 to 600 mg/d of topiramate. Patients in this
study had undergone a trial of behavioral, dietary, and
exercise regimens before initiating topiramate. No chang-
es to the patients’ medications or regular routine were
allowed during the study period. All 7 patients who
completed this study either lost weight or showed a
reduced rate of weight gain compared with before
initiating topiramate. Parents also noted a decrease in
compulsive-eating behaviors. Additional improvements
included decreased aggression and improvements in
mood in all 7 study completers as well as reduced self-
abusive behavior in 2 patients.?

Another open-label study was conducted by Shapira and
colleagues®’ in 8 adult patients with PWS who ranged in
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age from 19 to 38 years. This 8-week trial assessed
appetite, weight, and behaviors, including self-injury.
Topiramate was titrated to an average dose of 162.5 mg
at bedtime. It was generally well tolerated but did not
decrease body mass index, appetite, or caloric intake
during periods of free access to food. Topiramate did,
however, demonstrate improvements in self-injurious
behavior in this patient population.®”

The current case report demonstrates the positive effects
of topiramate for reducing aggression and demand for
food, most likely due to an increase in satiety. Though it is
hard to definitively attribute the positive response directly
to topiramate, it is possible that the significant improve-
ment in this child’s aggressive behaviors toward food was
reduced due to the known side effect of decrease in
appetite with this medication.? The results of this case
study are similar to the results of the previously described
youth trial that found a positive effect on negative
behaviors and compulsive eating in children and adoles-
cents with PWS treated with topiramate.” These results
are also consistent with the data presented in a recent
review of the published literature on psychotropic
treatment options in patients with PWS.®

The addition of methylphenidate may also have contrib-
uted to this patient’s behavior and appetite improve-
ments; however, central nervous system stimulants have
not previously shown benefit in patients with PWS.> The
discontinuation of quetiapine may also have improved the
patient’s appetite and food-related behaviors, though the
patient still demonstrated similar food-related aggression
throughout his stay after quetiapine was discontinued. In
addition to the quetiapine, at admission the patient was
taking hydroxyzine, an antihistamine, which could have
contributed to his aggression about food due to the
proposed side effect of appetite stimulation.® Though the
results cannot be directly attributed to the topiramate
because methylphenidate was added and quetiapine was
discontinued at the same time topiramate was initiated,

this case illustrates topiramate’s effectiveness as part of a
comprehensive treatment plan.

Positive health outcomes have been shown to be
associated with early weight control in patients with
PWS.* Based on 1 small trial and this case report,
topiramate seems to be a promising treatment option
for young patients with PWS. Since medication options in
this disease are limited, further research should be
conducted to determine if topiramate is effective in these
individuals.
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