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Abstract Case Report

Prader-Willi syndrome (PWS) is a neurodevelopmental disability characterized by hypotonia and failure to thrive
during infancy, then the development of hyperphagia, hypogonadism, cognitive impairments and distinct physical and
behavioral characteristics. Through our patient’s case and literature review, we’re willing to showcase the different
psychiatric disorders that can occur in patients with PWS, and show treatments that are specific and/or effective. Our
patient is a 19 year old Caucasian male, diagnosed with Prader-Willi syndrome through its clinical elements, has also
type 1 diabetes and sent by the endocrinology unit to the psychiatry department to take charge its behavioral disorders.
Several studies investigating social and communication skills have shown people with PWS to have difficulties with
care, receptive and expressive language skills, interpreting emotional valence in faces, understanding personal space
and a developmental delay in theory of mind. Temper outbursts, temper tantrums and skin picking are often seen in
PWS. Different drugs can be used such as second generation of anti-pyschotics, antidepressants and oxytocin and
others.
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INTRODUCTION dismorphic syndrome including a narrow front and

Prader-Willi ~ syndrome  (PWS) is a almond eyes (photos 1 and 2).
neurodevelopmental  disability  characterized by
hypotonia and failure to thrive during infancy, then the
development of hyperphagia, hypogonadism, cognitive
impairments and distinct physical and behavioral
characteristics. The syndrome is due to a deficiency of
paternally expressed genes on chromosome 15 q11-g13.
It affects 1/15000 births with equal distribution in both
sexes and all ethnic groups [1].

Psychiatric comorbidity can occur in persons
with Prader-Willi syndrome varying from emotional
and behavioural disorders [2].

CASE REPORT

Mr H.D is a 19 year old Caucasian male, the
youngest of his four siblings, diagnosed with Prader-
Willi syndrome through its clinical elements: hypotonia
during neonatal period, hypotrophy, and the delay of
acquisition of walking (till the age of 3 years old),
dysarthria and recurrent respiratory infections due to the Photo-1: front view of our patient
weakness of respiratory muscles. Our patient has also a
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s 4

Photo-2: almond shape of the patient’s eyes

Severe obesity started at the age of 4, caused
by hyperphagia and a decrease in basic energy
expenditure. His current weight is 115 kg (253 Ib) and
is 1m45 (4°71t) tall (photo 3).

Photo-3: lateral view showing obesity and short height

Mr H.D has also a bilateral cryptorchidism,
delay in size and puberty, intellectual deficiency and
type 1 diabetes. He was referred by the endocrinology
unit to the psychiatry department to take charge its
behavioral disorders. The patient and family’s
examination has shown skin picking, temper tantrums,
impulsivity, stubbornness, arguing with others,
disobedience, lability, withdrawal, anxiety and
obsessive compulsive features (food obsession and
arranging). Despite high blood sugar test due to
destabilized diabetes, other tests were normal (liver,
kidneys, and electrolytes, thyroid)

A pharmacological treatment made of
risperidone, SSRI and carbamazepine has been initiated
and shown good results: decrease of impulsivity,
stubbornness, temper tantrums, skin picking and
anxiety, and less satisfying results with the food
obsession.

A dietary approache has also been included
three months after starting treatment: a reduced-calorie
diet and increased physical activity, as well as close

supervision around food and keeping food locked away.
The results were remarkable. A weight loss of 12kg
(221b) during 3months was noticed.

DiscussiON

Although people with intellectual disabilities
are at increased risk for psychiatric disorders, the type
and rate of these problems differ between those with
different causes for their retardation. On average,
individuals with Prader-Willi syndrome function in the
middle range of intellectual disability, wich means 1Q:
60-70 [3, 4]. Importantly, individuals with Prader-Willi
syndrome and higher versus lower 1Qs are just as
vulnerable to the syndrome’s characteristic hyperphagia
and food seeking, as well as to behavioural
difficulties[5]. Furthermore, despite the relatively high
IQ of many with the syndrome, their day-to-day
adaptive functioning often falls below their measured
1Q, typically because of interference from food-related
and other maladaptive problems. Behaviour problems in
Prader-Willi syndrome are so salient that they have
been included as a minor diagnostic criterion in the
consensus clinical criteria for this syndrome [6]. As
summarised in table | [7, 8] primary problems in
children and adults with the syndrome. In addition to
the syndrome’s characteristic hyperphagia and food
seeking, individuals with Prader-Willi syndrome also
have increased risks of nonfood, compulsive
behaviours. These include skin picking, which is highly
prevalent, as well as more variable rates of hoarding,
redoing and concerns with symmetry, exactness,
cleanliness, ordering and arranging. Relative to others
with mental retardation, patients with Prader-Willi
syndrome are at a marked increased risk for developing
full-blown, obsessive-compulsive disorder. In addition,
many people with PWS show increased rates of
tantrums, oppositionality and aggression [9].

Table-1: Percentage of 100 patients aged 4-46 years
with Prader- Willi syndrome showing salient maladaptive

behaviours
Behayiour Percentage of patients
Owereating 93
Skin picking 97
Stubbornness 85
Obsessions 94
Tantrums &8
Disobedience 78
Impulsiveness T
Lability 7
Excessiveslesp 75
Talking too much 74
Compulsions T
Anxiety, womry 70
Preferencefor being alone &7
Getting teased alot &5
Disliked by peers &0
Hoarding 55
Stealing (food, money forfood) B4
‘Withdrawal B3
Unhappiness, sadness 51

Recent findings suggest that they also have an
increased risk of psychotic disorder or affective illness
with psychotic component especially young adult
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patients and those with the maternal uniparental disomy
as opposed to paternal deletion. Symptoms of sadness
and withdrawal seem more prevalent than full-blown
affective disorder, and future work is needed to identify
those risk factors that predispose some individuals to
develop affective illness. [10] Other psychiatric
disorders seem relatively infrequent in those with
Prader-Willi syndrome. Even though many people with
Prader-Willi syndrome steal food and are impulsive and
distractible, clinically we find that rates are low for full-
blown conduct or attention deficit hyperactivity
disorder [11]. In contrast to those with other disorders,
individuals with Prader-Willi syndrome infrequently
experience fears or phobic disorders [12]. Some
maladaptive behaviours or psychiatric problems may
differ in frequency or severity across individuals with

Prader-Willi syndrome due to maternal UPD versus
paternal deletion [13].

Medical management of  Prader-Willi
syndrome is largely problem oriented and, if obesity
can be prevented, many children seem as healthy, if not
healthier, than their unaffected siblings or age mates.
Growth hormone therapy is increasingly used in
children with Prader-Willi syndrome to target their
short stature and poor muscle mass and tone [14]. A
number of recent studies describing these positive
effects contributed to the recent US FDA approval for
using growth hormone to treat short stature in children
with Prader-Willi syndrome [15]. The key behavioural
management and intervention techniques for patients
with Prader-Willi syndrome are outlined in table II.

Table Il. Summary of key behavioural management and intervention technigues for indviduals with Prader-Willi syndrome

General behavioural

behavioural programming)

Increase the frequency of adapted physical education

Food-related

Have periodic weigh-ins

Provide clear, consistent limits and daily routines across living settings
Offer extra help with transitions and getting individuals ‘unstuck’ from compulsions (e.g. give ample warning, use special cues, use

Base school curiculum on the profile of the student’s strengths and weaknesses

Provide speech-language therapy to improve articulation and pragmatic skills
Consider occupational therapy for hypotonia and developing daily living skills
Consider social skills training for help with rudimentary skills such as perspective taking

Provide close supervision around food across multiple living settings (school cafetena, playground, at work, at home, in the community)
Implement a low-calorie diet (about 1200 calones daily, ensuning adequate calcium intake)

Ensure participation in regular exercise or sustained physical activity (up to 30 minutes daily)
Use environmental modifications as needed (e.g. locks on cabinets, refrigerator)

Encourage appropriate decision making and independence in nonfood areas of living
Congider growth hormone freatment for hypotonia, increasing height and muscle mass

Although specific interventions vary by age
and across individuals, most children with Prader-Willi
syndrome benefit greatly from physical and
occupational therapies to address hypotonia, as well
as speech-language therapy to improve articulation and
pragmatic skills. Further, many children and adults need
social skills training, especially with rudiment skills
such as turn taking and perspective taking [16].

To date, medications have not been successful
in curbing the drive for food in individuals with Prader-
Willi syndrome, especially over the long term.
Interventions continue to emphasise: a low- calorie diet
(about 1200 calories a day, ensuring adequate calcium
intake); periodic weigh-ins; regular exercise or physical
activity (30 minutes a day is an appropriate goal);
environmental modification as needed (e.g. locks on the
cabinets or refrigerator); and close supervision to
prevent access to food at school, on the job and in the
community [17].

Psychopharmacological research in children
and adults with Prader-Willi syndrome is quite limited,
as it is with most other genetic mental retardation
syndromes [17]. In Prader-Willi syndrome, a distinct
advan- tage is that many studies now point to a unique
behavioural phenotype characterised by hyper- phagia,
compulsivity and other problems such as aggression
and tantrums [18].

Food-seeking behaviours and bodyweight
control are challenging areas to treat with drugs. The
hyperphagia noted in Prader-Willi syndrome is more
tightly linked with decreased satiation rather than
increased hunger [19]. Therefore, appetite suppression
medications such as CNS stimulants have not been
helpful in curbing the hyperphagia associated with
Prader-Willi syndrome. The possible exceptions to this
rule are two drugs that are hypothesised to be anorectics
but that are chemically unrelated to amphetamines:
mazindol (anorectic agent that is likely to modify
noradrenaline  (norepinephrine) and  dopamine
metabolism [20]. The second agent showing some
beneficial ef- fects in terms of food-related behaviour
and body- weight loss is fenfluramine: a
benzenethanamine and is structurally related to
amphetamine, but CNS depression is more common
than stimulation with fenfluramine, which makes it
pharmacologically different from amphetamine[21].

Treatment for compulsivity and maladaptive
behaviours include: behavioural programming; a
structured, predictable routine; extra help with
transitions; family support; and pharmacotherapy.
Although formal drug studies have yet to be conducted,
SSRIs have been effective in reducing a variety of
symptoms linked to serotonin imbalance such as: skin
picking, compulsivity, aggressive episodes, depression,
self-injurious behaviour and anxiety [22]. Atypical
antipsychotics have also proven helpful in persons with
psychotic features or extreme aggression and
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impulsivity. Mood stabilisers such as lithium and
antiepileptic drugs have been the treatment of choice for
bipolar disorder and intermittent explosive disorder.
Bipolar disorder is rarely seen in individuals with
PraderWilli syndrome. There are two reports of
carbamazepine trials involving individuals with Prader-
Willi syndrome, and showing good results in
intermittent explosive disorders and violent outburst
[23, 24].

Largely on the basis of case studies, the risks
and benefits of these and other drugs in Prader-Willi
syndrome are reviewed. Drug trials that move beyond
case studies and that assess the relative efficacy of
behavioural treatments alone or in combination with
pharmacotherapy are sorely needed.

CONCLUSION

Prader-Willi’s syndrome is a genetic disorder
that affects in avarage 1/15000 births. Psychiatric
disorders are common, and the precocity of treatment
can affects the prognosis. For the most part,
pharmacological studies in Prader-Willi syndrome have
yet to progress beyond open-trial case studies.
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