. . ENDOCRINOLOGY/ OBESITY
% Life Science Feed L January 2026

SGLT2 Inhibitorsin Prader-Willi Syndrome:
Weighing Renal Risksand Glycemic Control
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SGLT2 inhibitors show promise for glycemic control in Prader-Willi Syndrome, a population with unique
metabolic challenges and renal vulnerabilities. But their use demands careful risk-benefit assessment given the

limited evidence and potential for dehydration.

lightbulb

The Pivot: Current guidelines offer no specific guidance for SGLT2 inhibitor use in PWS, making this data
potentially valuable, albeit preliminary.

The Data: Expect cautious optimism until larger, controlled trials confirm the observed benefits and
rigorously assess renal safety.

The Action: If considering SGLT2 inhibitors in PWS, implement vigilant monitoring of renal function,
electrolytes, and hydration status.

Guideline Context
Current guidelines from the American Diabetes Association (ADA) and the European Association for the Study of

Diabetes (EASD) provide comprehensive recommendations for managing type 2 diabetes, including the use of SGLT2
inhibitors. But these guidelines do not specifically address the unique metabolic and genetic context of Prader-Willi
Syndrome. That's a critical omission.

PWS patients have an increased risk of renal abnormalitiesand potential for dehydration, making extrapol ation of general
diabetes guidelines inherently problematic here. It's adistinct challenge. The Endocrine Society guidelines offer some
insight into managing endocrine disorders associated with genetic syndromes, but even those lack specific guidance on
SGLT2 inhibitor usein PWS.

This study, limited asit is, offers a starting point for considering SGLT2 inhibitorsin PWS. But it falls far short of
providing definitive answers. We need prospective, controlled trials designed specifically for this patient population to
generate evidence-based recommendations.

Prader-Willi Syndromeisacomplex neurodevel opmental disorder characterized by severe hypotoniaininfancy, followed
by hyperphagia, obesity, and endocrine abnormalities. Thisincludes growth hormone deficiency, hypogonadism, and an
increased risk of type 2 diabetes. The prevalence of type 2 diabetes in PWS s significantly higher than in the general
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population, often manifesting at an earlier age and presenting with severeinsulin resistance. That's a substantial burden.

Managing hyperglycemiain PWS patientsis challenging due to their unique behavioral and metabolic profiles, which
can complicate dietary adherence and exercise regimens. It's a complex picture. Traditional diabetes medications may
have altered efficacy or increased side effect profilesin this population, necessitating careful consideration of novel
therapeutic approaches.

The limitations here are considerable. The small sample size isthe most glaring issue. PWS is arare condition, which
makes large-scal e studies difficult, but any conclusions from a handful of patients demand extreme caution. That's a
major caveat.

The study design is likely aretrospective case series or asmall cohort study. Neither provides the rigorous control and
randomization necessary to establish causality. That's acritical flaw. We simply cannot determine if the observed effects
are directly attributable to the SGLT2 inhibitor or to other confounding factors.

Selection biasisanother concern. Patientsincluded in the study may not be representative of the broader PWS population.
For example, they may have been selected based on pre-existing renal function or the severity of their insulin resistance.
It'sarea possibility.

Still, the lack of a control group makes it impossible to differentiate the effects of the drug from the natural progression
of the disease or from other interventions.

The duration of follow-up often poses another limitation. Short-term observations may capture immediate glycemic
improvements but fail to assess long-term renal safety or sustained metabolic benefits. That's a crucial oversight.

SGLT2 inhibitors work by inhibiting glucose reabsorption in the renal tubules, leading to increased urinary glucose
excretion. This mechanism, while beneficial for glycemic control, can also increase the risk of dehydration and urinary
tract infections, particularly in a population aready prone to fluid imbalances and renal vulnerabilities. The risks are
clear. Without extended follow-up, the true incidence and severity of these potential adverse events remain unclear.

Finally, consider the endpoints. Were the measures of glycemic control and renal function clinically meaningful, or
merely statistically significant changes? The devil isalwaysin the details of the P-value; without adeep dive, trueclinical
significance is unknowable. Who pays for this, and is it reproducible?

Furthermore, the generalizability of findings from a single center or alimited geographical region is aways a concern.
Variationsin clinical practice, patient demographics, and access to care can all influence outcomes. This study, while a
valuableinitial step, underscoresthe urgent need for collaborative, multi-center research effortsto build arobust evidence
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base for SGLT2 inhibitor use in PWS. Such studies should prioritize prospective designs, adequate sample sizes, and
standardized outcome measures, including comprehensive renal function assessments and long-term safety monitoring.

Future Directionsand Clinical Consider ations

Moving forward, clinicians considering SGLT2 inhibitors for PWS patients must proceed with extreme caution. A
thorough baseline assessment of renal function, hydration status, and cardiovascular risk factors is paramount. Close
monitoring for signs of dehydration, urinary tract infections, and potential electrolyte imbalancesis essential throughout
treatment. Individualized risk-benefit assessments, shared decision-making with patients and caregivers, and alow
threshold for discontinuing therapy in the event of adverse events are critical. The promise of improved glycemic control
must be carefully balanced against the unique vulnerabilities of this complex patient population.

CLINICAL IMPLICATIONS

A careful risk-benefit assessment is essential for each PWS patient. The lack of specific guidelines demands
thorough evaluation of renal function, hydration status, and potential drug interactions before SGLT2 inhibitor
therapy. The monitoring burden for patients and clinicians will be substantial. This is a workflow nightmare.

Billing and reimbursement present potential hurdles. The off-label use of SGLT2 inhibitors for PWS may not
be covered by all insurance plans. This increases out-of-pocket costs for patients and families. Clinicians must
be ready to navigate these challenges and advocate for appropriate coverage.

SGLT2 inhibitors induce weight loss and improve cardiovascular outcomes in the general type 2 diabetes
population. This offers a compelling rationale for their investigation in PWS. But PWS patients have unique
physiological characteristics, including altered body composition and metabolic rates. These may influence
the magnitude and nature of benefits.

Future research must elucidate precise mechanisms. The goal: optimize therapeutic strategies while
minimizing risks.

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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