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Managing hyperphagia in Prader-Willi Syndrome (PWS) presents a significant clinical dilemma due to its 

profound impact on patient health and caregiver burden. Current therapeutic approaches often fall short, 

underscoring the need for improved understanding and novel interventions. Clinician and caregiver voices at 

endo 2026 provided essential insights into the practical realities and aspirations for treatment.

K E Y  TA K E AWAY S

º The Pivot: A consensus emerged on the necessity for treatments that address both the physiological and 

behavioral components of hyperphagia in PWS.

º The Data: Caregivers reported that existing interventions often provide only partial relief, with less than 

10% achieving satisfactory control of food-seeking behaviors.

º The Action: Clinicians should integrate comprehensive behavioral strategies with emerging 

pharmacological options, recognizing the multifaceted nature of hyperphagia in PWS.

Prader-Willi Syndrome is a complex genetic disorder characterized by hypotonia, developmental delay, and a distinctive 

pattern of endocrine abnormalities. A hallmark feature is hyperphagia, an insatiable appetite that typically emerges 

in early childhood and persists throughout life. This relentless drive to eat leads to severe obesity and associated 

comorbidities, including type 2 diabetes, cardiovascular disease, and respiratory issues, significantly reducing life 

expectancy and quality of life. The management of hyperphagia in PWS is challenging, requiring constant food 

restriction and supervision, which places immense stress on families and caregivers. Current interventions largely focus 

on environmental control and behavioral modifications, with limited pharmacological options demonstrating sustained 

efficacy.

Clinician and Caregiver Perspectives on Hyperphagia Management
Discussions at endo 2026 highlighted the critical gap between current treatment capabilities and the needs of individuals 

with PWS and their families. Clinicians emphasized the difficulty in achieving meaningful reductions in hyperphagia and 

its associated behaviors, even with intensive support. They noted that while some patients respond to structured dietary 

plans and behavioral therapies, the underlying drive for food often remains strong, leading to persistent challenges. The 

consensus among endocrinologists and pediatricians was that existing pharmacological treatments, when used, primarily 

target secondary symptoms or comorbidities rather than the core hyperphagia itself. For example, some agents may 

reduce appetite generally, but do not specifically address the unique neurobiological mechanisms driving hyperphagia 

in PWS.
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Caregiver perspectives provided a stark illustration of the daily struggle. Many caregivers reported spending over 8 hours 

per day actively managing food access and preventing food-seeking behaviors. They described a constant vigilance that 

impacts family dynamics, social activities, and mental health. A significant concern raised was the lack of treatments that 

provide substantial, sustained relief from hyperphagia. Surveys presented indicated that fewer than 10% of caregivers felt 

that current interventions adequately controlled their child's hyperphagia, with many reporting only transient or minimal 

improvements in food-related anxiety and behaviors. The emotional toll on caregivers was frequently cited, with high 

rates of reported stress, anxiety, and depression. The desire for therapies that could fundamentally alter the drive for 

food, rather than merely manage its consequences, was a recurring theme.

The discussions also touched upon the diagnostic journey and the importance of early intervention. While genetic testing 

confirms PWS, the recognition and management of hyperphagia often evolve over time. Clinicians underscored the need 

for a multidisciplinary approach involving endocrinologists, nutritionists, behavioral therapists, and genetic counselors. 

However, access to these specialized services remains uneven. Both clinicians and caregivers expressed a strong desire for 

novel therapeutic agents that could target the specific neuroendocrine pathways implicated in PWS hyperphagia, such as 

those involving oxytocin, ghrelin, or other satiety signals. The current landscape of investigational therapies offers some 

promise, but the bar for clinical meaningfulness, as defined by both clinicians and caregivers, is high: treatments must 

demonstrate a clear, measurable reduction in food-seeking behaviors and associated distress, alongside an acceptable 

safety profile.

The prevalence of Prader-Willi Syndrome is estimated to be between 1 in 15,000 and 1 in 25,000 live births, making 

it a rare disease. However, the profound impact of hyperphagia on affected individuals and their families necessitates 

focused research and development efforts. The genetic basis of PWS involves the loss of function of specific genes on 

chromosome 15, typically inherited from the father. This genetic anomaly disrupts the function of the hypothalamus, 

a brain region critical for regulating appetite, satiety, and metabolism. The resulting neurobiological dysregulation 

is believed to underpin the relentless hyperphagia and other endocrine abnormalities observed in PWS patients. 

Understanding these underlying mechanisms is crucial for developing targeted therapies that can address the root cause 

of the insatiable hunger, rather than merely managing its symptoms. Current research often focuses on modulating 

pathways related to appetite regulation, such as those involving neuropeptide Y, pro-opiomelanocortin, and various gut 

hormones. The complexity of these interconnected systems presents a significant challenge for drug development.

Limitations in current treatment approaches extend beyond efficacy to include issues of accessibility and long-term 

adherence. Even when effective behavioral strategies are identified, their consistent application requires substantial 

resources and unwavering commitment from caregivers, which can be unsustainable over decades. Furthermore, 

the heterogeneity of PWS presentation, even within the same genetic subtype, means that a "one-size-fits-all" 

pharmacological solution is unlikely. Future research needs to consider patient stratification based on specific genetic 

deletions or epigenetic modifications that might influence treatment response. The methodology for assessing treatment 

efficacy in clinical trials for hyperphagia in PWS also requires refinement. Beyond simple weight loss, endpoints must 

include reductions in food-seeking behaviors, improvements in quality of life for both patients and caregivers, and a 

decrease in food-related anxiety. These patient-reported and caregiver-reported outcomes are critical for capturing the 

true clinical benefit of any new intervention.
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CLINICAL IMPLICATIONS

The endo 2026 discussions underscore a persistent and profound unmet need in the management of 

hyperphagia in Prader-Willi Syndrome. It is clear that current strategies, while essential, are insufficient 

to alleviate the daily burden on patients and caregivers. The industry must recognize that incremental 

improvements in appetite suppression are unlikely to be transformative. What is required are therapies that 

fundamentally alter the neurobiological drive for food, moving beyond general anti-obesity mechanisms to 

target the specific pathophysiology of PWS. Companies developing new agents should prioritize endpoints 

that reflect meaningful changes in caregiver burden and patient quality of life, not just weight reduction.

For clinicians, these insights reinforce the necessity of a holistic approach. While awaiting more effective 

pharmacological interventions, optimizing behavioral strategies and providing robust psychological support 

for families remains paramount. The data presented by caregivers, indicating that fewer than 10% find 

current interventions satisfactory, should serve as a stark reminder that our current toolkit is inadequate. This 

necessitates a proactive engagement with families to manage expectations and to advocate for access to 

specialized multidisciplinary teams, even if such teams are scarce.

The dialogue also highlights the importance of patient and caregiver voices in shaping clinical trial design 

and regulatory pathways. Future research must incorporate their perspectives to ensure that new treatments 

address the most impactful aspects of the disease. Without therapies that genuinely mitigate the relentless 

hyperphagia, individuals with PWS will continue to face severe health risks, and their families will endure an 

extraordinary level of caregiving intensity. The challenge is not merely to reduce caloric intake, but to restore 

a degree of normalcy to lives dominated by food.
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