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Prader–Willi syndrome (PWS) is a rare, complex genetic neurobehavioral/metabolic disorder with an estimated 
birth incidence of 1:15,000 to 1:20,000 (1,2). PWS arises from lack of expression of paternally inherited imprinted 
genes on chromosome 15q11-q13 caused by a paternal deletion, maternal uniparental disomy 15 or an 
imprinting center defect, resulting in hypothalamic dysfunction (3). Clinical features of PWS include hypotonia 
and feeding difficulties in infancy and sustained accumulation of excess body fat beginning in early childhood (4).  
Hyperphagia, which occurs around an average age of 8 years, presents as food obsession, aggressive food 
seeking, and lack of satiety, with progression to severe obesity if calorie intake is not restricted (4). PWS is also 
associated with intellectual disability, low muscle mass, neuroendocrine abnormalities including growth 
hormone and gonadotropin deficiency, behavioral problems including aggression, anxiety and compulsivity, and 
elevated risk for early mortality (5). There are no effective treatments for hyperphagia or other behavioral 
problems in PWS. 

DCCR as an extended-release tablet formulation of a highly soluble salt of diazoxide which upon administration 
results in release and absorption of active drug throughout the small and large intestine over 24 hours resulting 
in very stable intraday circulating drug levels with once-per-day dosing.  Diazoxide is a potent activator of the 
ATP-sensitive potassium (KATP) channel.

Figure 1. Mode of Action of DCCR in PWS (6)

Figure 2.  Flow diagram for Study C601 (DESTINY PWS):  a multi-center, randomized, double-
blind, placebo-controlled, parallel arm study in patients with PWS (7), and Study C602: an 
open-label safety extension study
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Mean age = 13.5 years
44.4% M / 55.6% F

20.2% UK / 79.8% US
61.3% Deletion / 37.9% Non-deletion

Significant improvements in
• Compulsivity
• Anxiety
• Aggressive behaviors
• Rigidity
• Depression
• Hormonal parameters
• Lean body mass
• Clinician and caregiver 

assessed disease severity

Purpose of, Inputs Into, and Participants Enrolled into 
Randomized Withdrawal Period 

Purpose
• Confirm the effects of DCCR administration on hyperphagia and other endpoints in a controlled setting

• To supplement the currently available data with further controlled data to support a regulatory filing

Inputs
• Input into the design, conduct and analysis of the RW period were sought from patients, caregivers, clinicians 

and from the FDA

Participants
• All subjects who were enrolled in C602 open label extension study were eligible to be randomized into the 

Randomized Withdrawal (RW) Period

• All had been treated for at least 2 years with DCCR, with some treated as long as 4.5 years

• More than 90% of eligible participants consented to enroll in the RW Period and randomization is complete

Design of the Randomized Withdrawal Period

Efficacy Endpoints
Primary
• HQ-CT Change from Baseline
Key Secondary
• Clinical Global Impression of Improvement
• Clinical Global Impression of Severity (CGI-S) 

Change from Baseline
Exploratory
• Prader Willi syndrome Profile Questionnaire 

domains Change from Baseline
• Weight Change from Baseline
• BMI Change from Baseline
• Caregiver Global Impression of Change
• Caregiver Global Impression of Severity

Blinding
• Double-blind
Powering
• A sample size of at least 74 participants would 

have at least 85% power to detect a statistically 
significant difference between DCCR and 
Placebo if the underlying difference in change 
scores is 5.0 points.

C601
13-Week Double-blind Treatment
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Open-label Extension and

4-month Randomized Withdrawal Periods

C614 
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