. . ENDOCRINOLOGY/ OBESITY
’@ Life Science Feed L January 2026

SGLT2 Inhibitorsin Prader-Willi Syndrome:
Weighing Renal Risks
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SGLT2 inhibitors are a second-line option for type 2 diabetes, often recommended by ADA and EASD
guidelines for patients with established cardiovascular disease or chronic kidney disease. But those guidelines
offer no specific recommendations for Prader-Willi Syndrome (PWS). The Endocrine Society’s guidance for
genetic syndromes al so lacks specific detail on SGLT2 inhibitor usein PWS.

lightbulb

The Pivot: SGLT2 inhibitor use in PWS requires a more cautious approach than in typical type 2 diabetes,
demanding heightened awareness of euglycemic DKA risk.

The Data: Studies, while limited, suggest potential glycemic benefits but highlight the critical need for close
monitoring of ketone levels and hydration status.

The Action: Implement a strict monitoring protocol that includes regular ketone testing, hydration
assessments, and clear communication with caregivers regarding DKA symptoms.

Guideline Comparison
SGLT2 inhibitors are a second-line option for type 2 diabetes, recommended by ADA and EASD guidelinesfor patients

with established cardiovascular disease or chronic kidney disease. No specific guidance exists for PWS. The Endocrine
Society's guidelines on managing endocrine disorders in genetic syndromes also lack detailed guidance on SGLT2
inhibitor usein PWS. This leaves a significant gap.

Prader-Willi Syndrome (PWS) is acomplex neurodevelopmental genetic disorder with hypothalamic dysfunction,
characterized by hyperphagia, obesity, and an increased risk of type 2 diabetes. It's a challenging condition. The unique
physiological and behavioral characteristicsin PWS patients demand atail ored approach to drug interventions, especialy
those affecting fluid balance and metabolism. Careful consideration is paramount.

Risk Assessment in PWS
Several factors contribute to the heightened risk profile of SGLT2 inhibitorsin PWS, including impaired thirst

mechanisms, metabolic inflexibility, and behavioral challenges. Risks are multifaceted. PWSindividual s are often prone
to dehydration, a condition exacerbated by the diuretic effect of SGLT2 inhibitors. Dehydration is a key concern.

Behavioral challenges and cognitive impairment can make it difficult to ensure adequate oral intake and adherence to
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monitoring protocols. Adherence can suffer. A thorough assessment of hydration status, renal function, and caregiver
capacity is essential before initiating SGLT2 inhibitor therapy. Assessment is crucial.

SGLT2 inhibitors inhibit the sodium-glucose cotransporter 2 in renal tubules, increasing urinary glucose excretion and
causing osmotic diuresis. It causesfluid loss. In apopul ation predisposed to fluid imbalances, this effect can rapidly lead
to volume depl etion. Volume depletion is fast.

The chronic hyperinsulinemia and insulin resistance often seen in PWS, coupled with dietary restrictions, foster a
metabolic environment conducive to ketogenesis. DKA risk rises. This can increase euglycemic DKA risk even with
normal or near-normal blood glucose levels, demanding high clinical suspicion in PWS patients on SGLT2 inhibitors.
Caution iscritical.

Monitoring Protocol
If SGLT2 inhibitors are deemed necessary in PWS, arigorous monitoring protocol is crucial. Frequent monitoring of

blood glucose and ketone levelsis essential, especially during illness or reduced oral intake. Ketones matter.

Regular assessment of hydration status, including monitoring urine output and assessing for signs of dehydration, is
paramount. Hydration is key. Periodic renal function tests also monitor for adverse kidney effects.

Close communication with caregiversis vital to educate them about euglycemic DKA and the importance of prompt
medical attention. Caregiver education is crucial. A lower starting dose of SGLT2 inhibitors should be considered, with
cautious titration based on individual response and tolerance. Dose carefully.

The monitoring protocol also needs a comprehensive dietary assessment and management plan, given the unique eating
behaviors and risk of hyperphagiain PWS. Dietary management is essential. Education for both patients and caregivers
on appropriate fluid intake and recognition of early symptoms of dehydration or DKA is paramount for mitigating
specific risks. Education reduces risk.

The obvious caveat for SGLT2 inhibitor use in PWS isthe limited evidence base, hampered by small sample sizes
and retrospective study designs. Data are scarce. These studies often lack rigorous controls, and heterogeneity of PWS
phenotypes with variable individual responses make definitive conclusions difficult. Robust data are missing.

Larger, prospective, randomized controlled trials are needed to fully evaluate SGLT2 inhibitor safety and efficacy in
PWS. Moreresearch is critical. The methodological challenges of researching rare diseases like PWS, from participant
recruitment to diverse presentations, complicate study design and interpretation. When will this evidence arrive to guide
clinical decisions?

Future Directions and Collaborative Care
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Given the complex interplay of metabolic, behavioral, and renal factorsin PWS, a multidisciplinary approach

is indispensable when considering SGLT2 inhibitors. This involves endocrinologists, nephrologists, dietitians, and
behavioral specialists working collaboratively to optimize patient outcomes and mitigate risks. Establishing a
standardized, PWS-specific protocol for SGLT2 inhibitor initiation and monitoring, perhaps through expert consensus,
could bridge the current guideline gap.

Furthermore, the development of PWS-specific biomarkers for early detection of dehydration or impending DKA
could significantly enhance patient safety. Research into novel therapeutic strategies that address the core hypothalamic
dysfunction in PWS, potentially reducing the reliance on agents with significant renal implications, is also a critical
long-term goal. Until then, individualized risk-benefit assessment and stringent monitoring remain the cornerstones of
SGLT2 inhibitor usein this vulnerable popul ation.

CLINICAL IMPLICATIONS
SGLT2 inhibitors present significant risks for PWS patients. Impaired thirst mechanisms heighten dehydration
risk, a concern exacerbated by the drug's diuretic effect. Euglycemic DKA also poses a life-threatening
complication due to metabolic inflexibility.

Current guidelines from major diabetes and endocrine societies offer no specific recommendations for SGLT2
inhibitor use in PWS. This leaves clinicians navigating a significant knowledge gap. Until robust evidence
emerges, caution and individualized risk-benefit assessment are paramount.

Rigorous monitoring protocols are crucial for PWS patients on these agents. This includes frequent blood
glucose and ketone level checks, alongside regular hydration status assessment and periodic renal function
tests. Caregiver education on DKA and dehydration symptoms is also vital.

Lower starting doses and cautious titration are recommended. The unique eating behaviors of PWS also
necessitate a comprehensive dietary assessment and management plan. Definitive safety and efficacy data
from larger, prospective trials remain elusive.

EDITORIAL & Al STANDARDS
Al tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No Al-generated conclusions appear in The
Life Science Feed without editor verification against the primary source.
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