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General PWS and families


Abhishek Suresh Gowdar , Phalguni Padhi , Gujarathi Akhila.  Beyond the usual suspects: neonatal presentation of Prader-Willi syndrome.  BMJ Case Rep. 2025 Sep 25;18(9):e267940.
Abstract   Prader-Willi syndrome (PWS) is a rare genetic disorder characterised by neonatal hypotonia, feeding difficulties and hypogonadism. Early diagnosis is crucial but often delayed, as initial features may mimic birth asphyxia or sepsis, especially in resource-limited settings. We report a term male infant, small for gestational age, who presented with respiratory distress, stupor and hypotonia. Birth asphyxia and sepsis were excluded based on normal cord gases, a negative sepsis screen and the clinical course. Thyroid function and cranial ultrasound were normal. Antenatal polyhydramnios and growth restriction, along with persistent hypotonia, poor suck and bilateral cryptorchidism, raised early suspicion of PWS. On day 5, worsening respiratory effort prompted a meningitis workup, which was negative. Methylation-specific multiplex ligation-dependent probe amplification (MLPA) confirmed a fully methylated MAGEL2/SNRPN region without 15q11.2-q13 deletion or duplication. In neonates with persistent hypotonia and hypogonadism, early genetic testing should be considered. MLPA enables definitive diagnosis of PWS in the neonatal period and guides early intervention.
Keywords: Congenital disorders; Materno-fetal medicine; Neonatal and paediatric intensive care.
PMID: 40998537    DOI: 10.1136/bcr-2025-267940


Sharon F. Daley , Maria A. Fermin Gutierrez, Magda D. Mendez.  Prader-Willi Syndrome.  In: StatPearls [Internet]. Treasure Island (FL): StatPearls Publishing; 2025 Jan. 2.
Excerpt   Prader-Willi syndrome (PWS) is a rare, complex genetic condition that affects the metabolic, endocrine, and neurological systems; this disorder stands out as the predominant syndromic manifestation of obesity. Affected individuals exhibit behavioral, developmental, and intellectual difficulties characterized by severe hypotonia and feeding difficulties in the first years of life. Global developmental delay, hyperphagia, and the onset of obesity manifest around the age of 3. Children with PWS display distinctive facial features, strabismus, and musculoskeletal abnormalities. Hypothalamic dysfunction in PWS contributes to multiple endocrinopathies, including hypogonadism, hypothyroidism, central adrenal insufficiency, and growth hormone deficiency with resulting short stature and reduced bone mineral density.
PWS results from the loss of expression of paternally inherited genes on chromosome 15q11.2–q13, most commonly due to paternal deletion, maternal uniparental disomy, or imprinting defects. In infancy, typical features include severe hypotonia and feeding difficulties. Older children exhibit hyperphagia, developmental delay, and excessive weight gain and benefit from multidisciplinary management to prevent severe obesity and related complications. This activity reviews the etiology, epidemiology, clinical manifestations, and current treatment recommendations, highlighting the role of the interprofessional team in improving long-term outcomes for individuals with PWS.
PMID: 31985954    Bookshelf ID: NBK553161


Jennifer Miller , Shivani Berry , Esraa Ismail.  Pharmacological Aspects in the Management of Children and Adolescents with Prader-Willi Syndrome.  Paediatr Drugs. 2025 May;27(3):273-281. Epub 2025 Jan 28.
Abstract   Prader-Willi syndrome is a rare neurodevelopmental disorder that impacts the musculoskeletal, endocrine, pulmonary, neurologic, ocular, and gastrointestinal systems. In addition, individuals with Prader-Willi syndrome have issues with cognitive development, characteristic behavioral problems, and perhaps most profoundly, appetite control. Currently, the only US Food and Drug Administration-approved therapy for Prader-Willi syndrome is growth hormone, which has been Food and Drug Administration approved for > 20 years for the treatment of growth failure in Prader-Willi syndrome. Growth hormone has shown to improve many aspects of this syndrome, including final height, body composition, developmental milestones, and cognition, but it does not affect hyperphagia, which is the hallmark symptom of this condition. Over the past 15 years, there have been several medication trials for the treatment of hyperphagia in Prader-Willi syndrome, but thus far, all have failed to achieve Food and Drug Administration approval for a variety of reasons. However, hyperphagia is the most life-limiting symptom of Prader-Willi syndrome, thus new pharmacologic therapies are desperately needed. We review ongoing and recently completed clinical trials for hyperphagia. Other issues in Prader-Willi syndrome that significantly impact quality of life include excessive daytime sleepiness and severe behavioral problems. We examine the medication trials to address these issues.
PMID: 39873961    DOI: 10.1007/s40272-025-00681-x


Dairine Dempsey , Maria Hall , Ben Lanning , Ben Barron-Millar , Michael Huang , Neil Cowen , Mitch Nagao , Raj Gandhi , Anish Bhatnagar.  The burden of illness in Prader-Willi syndrome: a systematic literature review.  Orphanet J Rare Dis. 2025 Jul 24;20(1):374.
Abstract   Background: Prader-Willi syndrome (PWS) is a rare, genetic neurobehavioral and metabolic disorder marked by hyperphagia, behavioral challenges, and significant comorbidities, requiring a multidisciplinary approach for effective management. This systematic review aimed to comprehensively evaluate the burden of disease associated with PWS, focusing on mortality, healthcare resource utilization, economic burden, and quality of life.
Methods: The literature search, conducted on August 13, 2024, included the MEDLINE, Embase, and Cochrane Library databases, as well as conference proceedings. Original studies published since 2014 were selected based on relevance to PWS patient burden, covering mortality, humanistic and economic impacts. Data from the selected studies were extracted, and currency conversions were standardized.
Results: For the topics of mortality, humanistic burden and economic burden, a total of 11 studies, 95 studies, and 33 studies were included, respectively. Individuals with PWS faced significantly reduced life expectancy compared to the general population, with leading causes of death including respiratory failure, consequences of uncontrolled hyperphagia, and cardiovascular complications. Hyperphagia contributed substantially to the disease burden, necessitating constant food security measures to prevent life-threatening complications. Primary caregivers, predominantly parents of individuals with PWS, experienced significant emotional and psychological strain. The time-intensive responsibilities of implementing food security measures heavily impacted their daily lives, social and family dynamics, as well as their financial health. Quality of life for patients was less frequently reported but markedly impaired, driven by physical health challenges, behavioral issues, and social isolation. Wider family dynamics were also often impacted, with siblings reporting increased psychosocial stress and feelings of neglect. The direct costs of managing PWS, including frequent hospitalizations and specialized care, were consistently reported to exceed those of matched controls without PWS, highlighting the substantial economic burden associated with the condition.
Conclusion: This systematic literature review highlights the profound burden of PWS on patients, caregivers, payers of care, and healthcare systems. Complications of PWS reduce life expectancy, impair quality of life, and impose considerable financial strain. The findings underscore an urgent need for comprehensive support and innovative treatments that address the complex manifestations and consequences of PWS, particularly hyperphagia, to improve outcomes for patients and their families.
Keywords: Burden of illness; Caregiver burden; Direct costs; Health-related quality of life; Humanistic burden; Hyperphagia; Indirect costs; Mortality; Prader-Willi syndrome.
PMID: 40708003    DOI: 10.1186/s13023-025-03787-0
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Andrew M Leader , Alexander Neil , Stephanie Siegmund , Amir Dehghani , Azra Ligon , Ursula A Matulonis , Marisa R Nucci , W Glenn McCluggage , Brooke E Howitt , David L Kolin.  Ovarian Sex Cord Tumor with Annular Tubules (SCTAT) Harbor Recurrent Copy Number Alterations, Including Monosomy 22.  Mod Pathol. 2025 Sep 12:100891. Online ahead of print.
Abstract    Sex cord tumor with annular tubules (SCTAT) is a rare ovarian sex cord-stromal neoplasm of low/intermediate malignant potential. While some SCTATs are associated with Peutz-Jeghers syndrome (PJS), the majority arise in the non-syndromic setting and typically lack STK11 mutations. As molecular alterations other than STK11 in SCTAT are largely unknown, we sought to better characterize the genomic landscape in these neoplasms. SCTATs (n=22) from 20 patients (5 with PJS, 1 with Prader-Willi syndrome, and 14 with no known syndromic status) were retrospectively identified. STK11 (LKB1) immunohistochemistry (IHC) was performed. Panel-based DNA sequencing was used to detect copy number variations and point mutations in 447 genes in 12 tumors from patients with no history of PJS, with one additional non-PJS tumor undergoing only targeted STK11 sequencing. Molecular profiles were compared to other ovarian sex cord-stromal tumors (n=67). An STK11 mutation and concurrent loss of heterozygosity was in 1/13 sporadic tumors. STK11 IHC was intact (n=14) or equivocal (n=2) for STK11 wild-type tumors, and lost in 1 sporadic tumor with STK11 mutation and 5 tumors from patients with known PJS. TERT promoter mutations were present in 6/12 tumors. Recurrent copy number alterations included monosomy 22 (8/12), as well as low-level copy number gains of FOXL2 (10/12; median 4.3 estimated copies in FOXL2-gained tumors, range [2.6-7.9]), WT1 (9/12), and GATA4 (8/12). One tumor demonstrated biallelic inactivation of TP53 in a region of high-grade transformation characterized by significant cytologic atypia, mitotic activity, and necrosis. In conclusion, non-syndromic SCTAT are molecularly characterized by FOXL2, WT1, and GATA4 gains, monosomy 22, and TERT promoter mutations. High-grade transformation may rarely occur, a phenomenon not previously described, and is associated with TP53 mutation. STK11 IHC appears to be a reliable surrogate for STK11 mutations and may be useful in suggesting a PJS-related tumor.
Keywords: Peutz-Jeghers syndrome; STK11; Sex cord tumor with annular tubules; ovary; sex cord-stromal tumor.
PMID: 40946742    DOI: 10.1016/j.modpat.2025.100891



David Heimdörfer, Alexander Vorleuter, Alexander Eschlböck, Angeliki Spathopoulou, Marta Suarez-Cubero, Hesso Farhan, Veronika Reiterer, Melanie Spanjaard, Christian P Schaaf, Lukas A Huber, Leopold Kremser, Bettina Sarg, Frank Edenhofer, Stephan Geley, Mariana E G de Araujo, Alexander Huettenhofer.  Truncated variants of MAGEL2 are involved in the etiologies of the Schaaf-Yang and Prader-Willi syndromes.  Am J Hum Genet. 2025 Sep 12:S0002-9297(25)00361-1. Online ahead of print.
No abstract available
Erratum for
Heimdörfer D, Vorleuter A, Eschlböck A, Spathopoulou A, Suarez-Cubero M, Farhan H, Reiterer V, Spanjaard M, Schaaf CP, Huber LA, Kremser L, Sarg B, Edenhofer F, Geley S, de Araujo MEG, Huettenhofer A.  Truncated variants of MAGEL2 are involved in the etiologies of the Schaaf-Yang and Prader-Willi syndromes.  Am J Hum Genet. 2024 Jul 11;111(7):1383-1404. Epub 2024 Jun 21.


Thaís Cidália Vieira Gigonzac , Mariana Oliveira Silva , Flávia Melo Rodrigues , Alex Honda Bernardes , Cláudio Carlos da Silva , Aparecido Divino da Cruz , Marc Alexandre Duarte Gigonzac.  Chromosome 15q Structural Variants Associated with Syndromic Autism Spectrum Disorder: Clinical and Genomic Insights from Three Case Reports in a Brazilian Reference Center.  Int J Mol Sci. 2025 Sep 2;26(17):8509.
Abstract    Autism spectrum disorder (ASD) is a heterogeneous neurodevelopmental condition often associated with genetic syndromes. Structural variants on the long arm of chromosome 15 (15q) are recurrently implicated in syndromic ASD, yet their phenotypic spectrum remains insufficiently characterized in diverse populations. We retrospectively analyzed clinical and molecular data from three patients with ASD treated at a Brazilian public reference center who also presented neurological and systemic comorbidities. Genetic investigations included G-banded karyotyping, chromosomal microarray analysis (CMA), methylation assays, and multiplex ligation-dependent probe amplification (MLPA) when indicated. Variants were classified according to ACMG guidelines and correlated with individual phenotypes. Case 1 showed an 8.4 Mb triplication at 15q11.2-q13.1 encompassing SNRPN, UBE3A, and GABRB3, which are associated with epilepsy, delayed neuropsychomotor development, and dysmorphic traits. Case 2 presented a 418 kb duplication at 15q13.3 involving CHRNA7 and OTUD7A, a variant of uncertain significance correlated with intellectual disability, speech apraxia, and self-injurious behavior. Case 3 demonstrated extensive loss of heterozygosity at 15q11.2-q13.1 and 15q21.3-q26.2, which is compatible with maternal uniparental disomy and Prader-Willi syndrome, manifesting hypotonia, seizures, and global delay. These findings underscore the potential involvement of the 15q region in syndromic ASD and related neurological comorbidities, highlighting the diverse pathogenic mechanisms and the importance of comprehensive genomic profiling for diagnosis, counseling, and individualized care.
Keywords: Oligonucleotide Array Sequence Analysis; Prader–Willi syndrome; genetic counseling; neurodevelopmental disorders.
PMID: 40943430    PMCID: PMC12429653    DOI: 10.3390/ijms26178509


Tam P Sneddon , Scott A Melville , Mai Xiong , Kimberly Foss , Emma B Cardwell , Kelly Rafferty , Karen E Weck , Ana Berglind , Erin L Heinzen , Matt L Tedder , Muge Gucsavas-Calikoglu , Yael Shiloh-Malawsky , Zheng Jane Fan , Bradford C Powell , Senyene E Hunter.  Long-Read Sequencing of a Neurodevelopmental Disorder Patient Reveals Complex Rearrangement Involving the ARID1B Gene.  Am J Med Genet A. 2025 Sep 11:e64249. Online ahead of print.
Abstract    Long-read sequencing can identify disease-causing variants that are missed by short-read sequencing. Here, we report the use of Oxford Nanopore Technology long-read sequencing to resolve a complex translocation-inversion involving the ARID1B gene in a 5-year-old male with a history of febrile seizures, intractable epilepsy, epileptic encephalopathy, and speech delay. Prior clinical genetic testing included a karyotype with a t(6;11)(q25.3;q22.3) apparently balanced translocation and a chromosomal microarray with a 1.48 Mb interstitial deletion within 4p13 that were both deemed not clinically significant, normal fragile X and Prader-Willi/Angelman DNA assays, and no significant findings on epilepsy or neurotransmitter disorders gene panels. Extensive metabolic testing was also negative. The patient was enrolled in the University of North Carolina (UNC) Genetic Determinants of Neurological and Developmental Disorders (GDNDD) study. Research short-read genome single nucleotide and structural variant analysis was negative. Subsequent identification by long-read sequencing that the translocation interrupted the ARID1B gene highlights the use of long-read sequencing to identify and resolve complex rearrangements underlying genetic disorders and may be valuable in determining the pathogenicity of unexplained balanced translocations for other genetic disorders.
Keywords: ARID1B; inversion; long‐read sequencing; neurodevelopmental; translocation.
PMID: 40931928    DOI: 10.1002/ajmg.a.64249


Xiangyu Li , Ibrahim Bader , Xin Li , Renbin Lu , Dengfeng Liu , Zhiheng Chen , Suixin Deng , Yousheng Shu , Huadie Liu , Jing Zhang , Jia-Da Li.  Loss of Necdin causes social deficit and aberrant synaptic function through destabilization of SynGAP.  Mol Psychiatry. 2025 Aug 30. Online ahead of print.
Abstract   The Ras GTPase-activating protein SynGAP interacts with PSD95 to regulate synaptic morphology and function at the postsynaptic density in neurons. Haploinsufficiency of SYNGAP1 has been linked to autism spectrum disorders (ASD) and intellectual disability (ID). While transcriptional and translational regulation of SYNGAP1 has been extensively explored, the mechanisms governing its protein homeostasis remain largely elusive. In this study, we discovered that Necdin, a protein linked to Prader-Willi syndrome (PWS), interacts with SynGAP and regulates its stability through the SGT1-HSP90 chaperone machinery; notably, depletion of Necdin results in decreased SynGAP protein levels in mice. Loss of Necdin lead to impaired sociability, accompanied by an increased number of dendritic spines and a higher proportion of mature spines in pyramidal neurons of the medial prefrontal cortex (mPFC) in mice. Electrophysiological recordings revealed elevated frequency and amplitude of miniature excitatory postsynaptic currents (mEPSCs) and reduced amplitude of miniature inhibitory postsynaptic currents (mIPSCs) in these neurons. Targeted viral overexpression of Syngap1 in the mPFC of Necdin-deficient mice rescued the deficits in sociability, synaptic function, and dendritic spine morphology. Collectively, our findings reveal Necdin as a key regulator of SynGAP protein homeostasis and highlight the contribution of post-translational regulation in the pathogenesis of ASD.
PMID: 40885846   DOI: 10.1038/s41380-025-03187-7



Yang Nannan , Yang Yang , Wang Yan , Wang Hao.  Maternal uniparental disomy of chromosome 15 with concurrent paternal non-chromosome 15 marker chromosome: a rare presentation of prader-willi syndrome.  Mol Cytogenet. 2025 Aug 29;18(1):22.
Abstract   Background: Prader-Willi Syndrome (PWS) is a complicated genetic disorder demonstrating a variety of clinical phenotypes. Using molecular cytogenetics approaches to detect the deletions of the paternal 15q11-q13 region and maternal uniparental disomy of chromosome 15 plays an important role in the prenatal diagnosis of PWS.
Case presentation: A pregnant woman with advanced maternal age underwent amniocentesis. The amniotic fluid was subjected to karyotyping and chromosomal microarray analysis. A marker without autosomal material and loss of heterozygosity (LOH) of 15q14-q23 were found in the fetus. The LOH was consistent with maternal uniparental isodisomy (UPD) and the marker was inherited from the father. Methylation-specific multiplex ligation-dependent probe amplification (MS-MLPA) found increased methylation in the fetal 15q11.2-q13 region and fluorescence in situ hybridization confirmed the marker was not originated from chromosome 15.
Conclusion: We presented a rare PWS case showing maternal UPD of chromosome 15 with concurrent paternal marker chromosome in the prenatal setting.
Keywords: Chromosomal microarray analysis; Loss of heterozygosity; Prader-Willi syndrome; Prenatal diagnosis; Uniparental isodisomy.
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Daniel S Scott , Violeta Zaric , Carol A Tamminga , Ryan K Butler.  Altered Behavior and Neuronal Activity with Paternal Snord116 Deletion Genes (Basel). 2025 Jul 24;16(8):863.
Abstract  Background/objectives: Prader-Willi Syndrome (PWS) is a neurodevelopmental disease associated with multiple behavioral features, including a prevalence for psychosis. The genetic causes of PWS are well characterized and involve the silencing or deletion of the paternal copy of a region of chromosome 15q11-13. One gene within this region, Snord116, a non-coding RNA, has been determined to have a determinant role in the manifestation of PWS. However, it remains unclear as to how the deletion of this allele can affect activity in the brain and influence psychosis-like behaviors.
Methods: In this study, we assessed the effects of the microdeletion of the paternal copy of Snord116 on regional neural activity in psychosis-associated brain regions and psychosis-like behaviors in mice.
Results: The results suggest that Snord116 deletion causes increased c-Fos expression in the hippocampus and anterior cingulate cortex. Snord116 deletion also results in behavioral phenotypes consistent with psychosis, most notably in stressful paradigms, with deficits in sensorimotor gating and augmented contextual as well as cued fear conditioning.
Conclusions: These results implicate the targets of Snord116 in the presentation of a psychosis-like state with regional specificity.
Keywords: Prader–Willi syndrome; Snord116; anxiety; memory; psychosis.
PMID: 40869911   PMCID: PMC12385964    DOI: 10.3390/genes16080863


Isi Y Ortiz Hernández , Joami Noboa Rodríguez , Lisa A Bueno Fernandez , Katherine Rijo Florimon. Early-Onset 15q11.2 Microdeletion Syndrome in a Six-Year-Old Child: A Case Report of Refractory Epilepsy, Autism, and Multisystem Manifestations
  Cureus. 2025 Aug 19;17(8):e90530. eCollection 2025 Aug.
Abstract   The 15q11.2 microdeletion syndrome, also known as Burnside-Butler syndrome (BBS), is a rare genetic disorder involving a deletion in the breakpoint 1 to breakpoint 2 (BP1-BP2) on the long arm of chromosome 15, often associated with growth retardation and delayed speech development. In contrast, rare manifestations consist of dysmorphic traits, seizures, and neurodevelopmental or psychiatric conditions such as epilepsy, autism spectrum disorder (ASD), and schizophrenia. The BP1-BP2 region contains genes critical for brain development and function, including non-imprinted in Prader-Willi/Angelman syndrome 1 (NIPA1), non-imprinted in Prader-Willi/Angelman syndrome 2 (NIPA2), cytoplasmic FMR1 interacting protein 1 (CYFIP1), and tubulin gamma complex associated protein 5 (TUBGCP5), which have been linked to conditions such as attention-deficit/hyperactivity disorder (ADHD), obsessive-compulsive disorder (OCD), and epilepsy. Prenatal tests and karyotype lead to unclear results, but the current chromosomal microarray analysis (CMA) provides an accurate diagnosis of BBS. Treatment for these individuals is personalized and typically involves a multidisciplinary approach. We present the case of a six-year-old male patient with 15q11.2 microdeletion syndrome and a complex neurological and developmental profile, including developmental delay and ASD. We highlight the rare combination of early-onset refractory epilepsy, schizencephaly, and cystic fibrosis transmembrane conductance regulator (CFTR) variant carrier status, which adds to the uniqueness of the case. This article contributes to expanding the clinical spectrum of 15q11.2 microdeletion syndrome. It underscores the importance of genetic testing in children with complex neurodevelopmental symptoms, as the clinical presentation of this syndrome is often subtle or nonspecific, making early diagnosis and genetic counseling challenging but essential for guiding appropriate interventions.
Keywords: 15q11.2 microdeletion syndrome; autism spectrum disorder (asd); burnside-butler syndrome; case report; medication-refractory epilepsy; multisystemic comorbidities; neurodevelopmental disorders; pediatric neurodevelopment; rare genetic disorder; schizencephaly.
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Caleb Cartagena , Mohammed Alshawsh , Minh Q Bui , Dinusha Gamage , Rajvi P Thakor , James Pitt , Ronda F Greaves , Meg Wall , Richard Saffery , David J Amor , David E Godler.  High-throughput assessment of FMR1 and SNRPN methylation-based newborn screening using IsoPure and QIAcube HT systems.  Epigenomics. 2025 Aug 13:1-13. Online ahead of print.
Abstract   Aim: This study compared methylation-specific quantitative melt analysis of FMR1 and SNRPN methylation (mDNA) using automated bisulfite conversion by the magnetic-bead-based IsoPure and column-based QIAcube HT systems.
Methods: Two bisulfite conversion methods were assessed on 3.2 mm punches from the same archival blood spots stored at room temperature for >10 years of individuals with FMR1 premutation (n = 20), fragile X syndrome (FXS, n = 20), or chromosome 15 imprinting disorders (n = 50) and freshly made blood spots from 184 newborns from the general population. Performance criteria were: (i) diagnostic sensitivity and specificity for the conditions screened; (ii) reaction failure rate; (iii) variability in mDNA between groups.
Results: Both methods showed 100% sensitivity and specificity for differentiating FXS and individual chromosome 15 imprinting disorders. IsoPure showed reaction failure rates of 0.365% for SNRPN and 0.74% for FMR1 compared to 19.34% and 2.56%, for QIAcube HT, respectively, with most failed reactions originating from archival blood spots. IsoPure showed lower variability in mDNA values in the neurotypical and condition-specific ranges.
Conclusion: The IsoPure system showed superior performance especially on archival samples, with broader applications for screening and diagnostic testing requiring high-throughput mDNA analyses on materials of limited quantity and quality.
Keywords: Angelman syndrome; DNA methylation; FMR1; Prader-Willi syndrome; SNRPN; bisulfite conversion; fragile X syndrome; high-throughput.
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Sangbhin Lee, Young-Hwan Jo.  Ablation of Magel2 in hypothalamic proopiomelanocortin neurons that innervate the medial amygdala influences the impact of stress on anxiety-like behavior in male mice.  bioRxiv [Preprint]. 2025 Jul 29:2025.07.09.663942.
Abstract    Prader-Willi syndrome (PWS) results from a lack of expression in several paternally inherited, imprinted contiguous genes. Among the genes inactivated in PWS, the Magel2 gene is considered a significant contributor to the etiology of the syndrome. The loss of the Magel2 gene causes abnormalities in growth and fertility and increased adiposity with altered metabolism in adulthood, which aligns with some of the pathologies observed in PWS. Given that anxiety is a prominent phenotypic behavior in PWS, we investigate the role of the Magel2 gene, particularly in hypothalamic POMC neurons innervating the medial amygdala (MeA), in the behavioral phenotypes associated with Prader-Willi Syndrome (PWS). Both male and female mice lacking the Magel2 gene in MeA-innervating ARC Pomc neurons display no alterations in anxiety-like behavior during the open field test, light/dark test, and elevated plus maze test in the absence of exposure to acute stress. However, male mice with a Magel2 gene deletion in these particular neurons exhibit increased stress-induced anxiety-like behavior and reduce motivation/spatial learning, while female mice do not show these behavioral changes. Our results suggest that the Magel2 gene in ARC Pomc neurons, especially in males, influences the impact of stress on anxiety-like behavior and spatial learning deficits associated with a food reward. With the recent approval of a novel treatment for hyperphagia in PWS by the FDA that seems to target the hypothalamic melanocortin system, understanding the cellular mechanisms by which MAGEL2 in ARC Pomc neurons innervating the MeA regulates emotional behaviors might help the development of new therapeutic strategies for addressing mental illness in individuals with PWS.
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Hanna Moraes Dos Santos , Laiza Marcelly Vieira Valente , Reny Wane Vieira Dos Santos , Selma Gomes da Silva , Cassandra de Moraes Araújo Almeida.  The Diagnostic and Therapeutic Challenges of Schaaf-Yang Syndrome: A Brazilian Case Report.  J Child Neurol. 2025 Aug 4:8830738251360215. Online ahead of print.
Abstract   Background: Schaaf-Yang syndrome is an ultra-rare neurodevelopmental disorder caused by pathogenic variants in the MAGEL2 gene, also implicated in Prader-Willi syndrome. With less than 1 case per 50 000 people, Schaaf-Yang syndrome remains underreported globally, and no previous cases have been documented in Brazil. Case description: This study presents a 4-year-old Brazilian girl clinically diagnosed with Prader-Willi syndrome, characterized by hypotonia, delayed neuropsychomotor development, and craniofacial dysmorphism. Initial assessments identified growth hormone deficiency and developmental delays, followed by genetic sequencing at 2 years of age, confirming a pathogenic MAGEL2 variant [NM_019066.5:c2821dup: p (Arg941Profs*10)]. The child was also diagnosed with autism spectrum disorder. Multidisciplinary interventions, including medical care, speech therapy, and psychological support, led to remarkable improvements in motor function, language, memory, and learning. Conclusions: This is the first documented Brazilian case of Schaaf-Yang syndrome, emphasizing the critical role of early diagnosis and personalized interventions in reducing the impact of the syndrome.
Keywords: Autism spectrum disorder; Schaaf-Yang syndrome; case report.
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Amal M Mohamed , Ola Eid , Marwa Farid , Engy Ashaat , Ghada M H Abdel-Salam , Hala T El-Bassyouni , Mahmoud Essa , Rana Mahrous , Peter S F Erian , Khaled M Refaat , Alaaeldin Fayez , Maha Zaki .  Molecular characterization of imprinting disorders: Beckwith-Wiedemann, Silver-Russell, and Prader-Willi syndromes in Egyptian patients.  BMC Pediatr. 2025 Jul 29;25(1):576.
Abstract   Background: Imprinted genes, characterized by monoallelic expressions (either maternal or paternal), they are crucial for normal growth and development. Disruption of their monoallelic expressions leads to imprinting disorders (ImpDis). The aim of this study is to achieve proper diagnosis of ImpDis in Egyptian patients through clinical evaluation and genetic testing, emphasizing certain clinical manifestations that may indicate ImpDis to provide accurate diagnosis and genetic counseling.
Methods: Fifty-three patients, either clinically evaluated for Impaired Disposition (ImpDis) or suspected to have it, were referred from the outpatient genetic clinics at the National Research Center, Egypt. Nineteen patients displayed clinical manifestations of ImpDis syndromes, while 34 showed signs affecting growth, which suggested ImpDis. These growth-related symptoms included growth retardation, feeding problems, failure to thrive, hypoglycemia, obesity, hemihypertrophy, asymmetry, and overgrowth. Of the 19 patients with syndromic ImpDis, 8 were clinically diagnosed with Silver-Russell syndrome (SRS), 7 with Prader-Willi syndrome (PWS), and 4 with Beckwith-Wiedemann syndrome (BWS). We employed methylation-specific multiple ligation-dependent probe amplification (MS-MLPA) for all patients, SNP-array testing for 12 patients, and whole exome sequencing (WES) for one patient.
Results: In patients with Silver-Russell syndrome (SRS), one patient exhibited hypermethylation of the GRB10 and MEST genes, along with segmental uniparental disomy (UPD) on chromosome 7 (patient 1). Another patient had a variant in the HMGA2 gene (NM_001300918.1:c.310dup), which, according to the American College of Medical Genetics (ACMG) criteria, was classified as PM2 VUS (patient 2). In patients with Prader-Willi syndrome (PWS), one patient showed hypermethylation of the SNPRN gene (patient 3). In patients with Beckwith-Wiedemann syndrome (BWS), two displayed hypomethylation of the KCNQ-CR region (patients 4 and 5). Among the group of patients with symptoms suggestive of ImpDis, no methylation defects were detected through MS-MLPA.
Conclusion: It is crucial to diagnose ImpDis accurately, as understanding the exact cause of ImpDis is important for genetic counseling and personalized medicine. Early diagnosis enables timely interventions, which can improve developmental outcomes. Precision in diagnosis helps differentiate between conditions with overlapping clinical features. HMGA2 mutation should be verified in SRs patients with negative 11p15 methylation defect and matUPD7.
Keywords: Beckwith Wideman; Hypo and hyper methylation; Imprinted disorders; Imprinted genes; Prader-Willi; Silver-Russel syndrome; Single nucleotide polymorphism analysis; Uniparental disomy.
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Aron Judd P Mendiola, Jennifer M Rutkowsky, Kari Neier, Sophia Hakam, Osman Sharifi, Callum Donnelly, Christina Torres, Cielo Hernandez, Dag H Yasui, Jon J Ramsey, Janine M LaSalle.  Light and sex modify Snord116 genotype effects on metabolism, behavior, and imprinted gene networks following circadian entrainment.  bioRxiv   [Preprint]. 2025 May 7:2025.05.01.651733.
Abstract   Mammals utilize imprinted and X-linked epigenetic mechanisms in development, metabolism, and behavior. Imprinted genes, including Prader-Willi syndrome Snord116 noncoding RNAs, are implicated in the regulation of sleep and circadian rhythms through poorly understood mechanisms. Utilizing mouse models of Snord116 deficiency and overexpression, we performed an integrated, sex-stratified analysis of free running behaviors, indirect calorimetry, and cortical transcriptomes following entrainment to a 22 hour light:dark T-cycle. We observed significant interactions of sex, entrainment, and Snord116 genotype in period length at baseline and after-effects of post-entrainment. Snord116 deletion's effect on respiratory exchange ratio was light sensitive, with sex and entrainment effects dominant under total darkness. Snord116 genotype impacted both rhythmic and non-rhythmic cortical gene networks that integrated sex, light, and entrainment effects with genotype-phenotype correlations. A co-expressed gene network enriched for imprinted, Snord116 -target, and Xist -proximal long noncoding RNAs was identified as a light-sensitive regulatory hub of sexual dimorphic responses to a dynamic environment.
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Sung Eun Wang , Yubao Cheng , Jaechul Lim , Mi-Ae Jang , Emily N Forrest , Yuna Kim , Meaghan Donahue , Sungsin Jo , Sheng-Nan Qiao , Dong Eun Lee , Jun Young Hong , Yan Xiong , Jian Jin , Siyuan Wang , Yong-Hui Jiang.  Mechanism of EHMT2-mediated genomic imprinting associated with Prader-Willi syndrome.  Nat Commun. 2025 Jul 3;16(1):6125.
Abstract   Prader-Willi Syndrome (PWS) is caused by the loss of expression of paternally expressed genes in the human 15q11.2-q13 imprinting domain. A set of imprinted genes that are active on the paternal but silenced on the maternal chromosome are intricately regulated by a bipartite imprinting center (PWS-IC) located in the PWS imprinting domain. We previously discovered that euchromatic histone lysine N-methyltransferase-2 (EHMT2/G9a) inhibitors are capable of un-silencing PWS-associated genes by restoring their expression from the maternal chromosome. Here, in mice lacking the Ehmt2 gene, we document un-silencing of the imprinted Snrpn/Snhg14 gene on the maternal chromosome in the late embryonic and postnatal brain. Using PWS and Angelman syndrome patient derived cells with either paternal or maternal deletion of 15q11.2-q13, we have found that chromatin of maternal PWS-IC is closed and has compact 3D folding confirmation. We further show that a distinct noncoding RNA (TSS4-280118) preferentially transcribed from the upstream of the PWS-IC of maternal chromosome interacts with EHMT2 and forms a heterochromatin complex in CIS on the maternal chromosome. Inactivation of TSS4-280118 by CRISPR/Cas9 editing results in unsilencing of the expression of SNRPN and SNORD116 from the maternal chromosome. Taken together, these findings demonstrate that allele-specific recruitment of EHMT2 is required to maintain the maternal imprints. Our findings provide mechanistic insights and support a model for imprinting maintenance of the PWS imprinted domain.
PMID: 40610428   DOI: 10.1038/s41467-025-61156-8
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Alyssa Kahane , Emma Metivier , Allison Bahm , Jill Hamilton.  Late Diagnosis of Prader-Willi Syndrome in an Adolescent With Significant Complications of Type 2 Diabetes.  JCEM Case Rep. 2025 Sep 25;3(11):luaf221. eCollection 2025 Nov.
Abstract    Youth-onset type 2 diabetes (YO-T2D) is on the rise and disproportionately affects those from low socioeconomic status and specific ethnic and racial minority groups. YO-T2D has a more aggressive phenotype than adult-onset T2D. We present a case of a 14-year-old patient who presented after a fall and was found to be acutely unwell with significant peripheral edema. Initial investigations indicated hyperglycemic hyperosmolar state, acute kidney injury, and nephrotic range proteinuria, leading to a new diagnosis of T2D. Subsequent evaluation revealed mild retinopathy and diabetic nephropathy. Sixteen months prior, glycated hemoglobin (HbA1c) was > 16% (reference range, ≤ 6.0%) with no treatment initiated at that time. The patient was initially treated with multiple daily insulin injections prior to starting empagliflozin-metformin. The presence of developmental delays, short stature, and hypogonadism prompted genetic testing, which confirmed a diagnosis of Prader-Willi syndrome, a neurodevelopmental disorder associated with hyperphagia and early-onset obesity. This case underscored the severity of YO-T2D, risks of delayed healthcare access, and considerations for optimal diabetes management.
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Julie C Friedman , Kendra Hutchens , Hava Starkman , Laurel E Beaty , Mary D Sammel , Erin Finn , Leslie C Appiah , Veronica I Alaniz , Christine L Chan.  Sex Hormone Replacement Therapy and Bleeding Patterns among Adolescents and Young Adult Females with Prader-Willi Syndrome.  J Pediatr Adolesc Gynecol. 2025 Aug 7:S1083-3188(25)00319-5. Online ahead of print.
Abstract   Introduction: Prader-Willi Syndrome (PWS) is associated with hypogonadism. Limited data exist on guidelines for sex hormone replacement therapy (HRT) in females with PWS. We aimed to characterize pubertal timing, vaginal bleeding patterns, and HRT practices in adolescent and young adult females with PWS.
Methods: We conducted a retrospective review of females ages 5 to 25 years, diagnosed with PWS, at a single institution (01/2013-09/2023). Demographic and clinical data were abstracted from electronic medical records and analyzed with descriptive statistics. Patients were classified as having complete hypogonadotropic hypogonadism (HH) (luteinizing hormone [LH] <0.3 mIU/mL or lack of thelarche by 13 years) or partial hypogonadism (PH) (LH >0.3 mIU/mL and estradiol <20 pg/mL or amenorrhea by 15 years).
Results: Fifty-one patients met inclusion criteria; 21 (41%) were diagnosed with hypogonadism and were included in the final analysis. Of these, 8 (38.1%) had HH and 13 (61.9%) PH. Delayed puberty was diagnosed at a median of 13.5 years (range: 10-15) in the HH cohort and at 14.5 years (range: 13-18) in the PH cohort. Six patients (28.6%) reported spontaneous vaginal bleeding, median age of 14.0 (range: 10-16) years. Eighteen patients (85.7%) were prescribed HRT at a median of 14.0 (range: 12-21) years, of which 8 (44.4%) discontinued HRT, with half reporting breakthrough bleeding.
Discussion: Hypogonadism is common among adolescent and young adult females with PWS. We found high rates of HRT discontinuation primarily due to breakthrough bleeding. These findings highlight the need to tailor HRT regimens and identify strategies to encourage HRT adherence to optimize long-term outcomes.
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Graziano Grugni , Fiorenzo Lupi , Mirko Bonetti , Sarah Bocchini , Carmen Bucolo , Domenico Corica , Antonino Crinò , Maria Felicia Faienza , Danilo Fintini , Maria Rosaria Licenziati , Mohamad Maghnie , Enza Mozzillo , Roberta Pajno , Giuseppe Zampino , Alessandro Sartorio , Giorgio Radetti ; Genetic Obesity Group of the Italian Society of Pediatric Endocrinology and Diabetology.  Assessing Metabolic Syndrome Risk in Children and Adolescents with Prader-Willi Syndrome: A Comparison of Index Performance.  J Clin Med. 2025 Jul 3;14(13):4716.
Abstract    Background: Currently, there is a lack of data regarding the reliability of different anthropometric, instrumental, and biochemical indexes in detecting metabolic syndrome (MetS) in pediatric patients with Prader-Willi syndrome (PWS). Therefore, this study aimed to compare the accuracy of different indices to identify the simplest and most accurate predictor of MetS in this at-risk population. Methods: We conducted a multicenter study involving 124 children and adolescents with PWS (61 males and 63 females), aged 13.6 ± 3.7 years. For each participant, we assessed all components of MetS, defined according to either the Identification and prevention of Dietary- and lifestyle-induced health EFfects In Children and infantS (IDEFICS) study or the International Diabetes Federation (IDF) criteria, based on age. The following indexes were calculated: Body Mass Index (BMI), BMI standard deviation score (BMI-SDS), tri-ponderal mass index, body mass fat index, fat mass index, fat-free mass index, body shape index, visceral adiposity index, waist-to-height ratio, cardiometabolic index, total cholesterol/high-density lipoprotein cholesterol (HDL-C) ratio, and triglycerides/HDL-C (TG/HDL-C) ratio. Results: MetS was identified in 24 subjects (9 females and 15 males), representing 19.4% of the sample. When comparing the receiver operating characteristic (ROC) curves, the TG/HDL-C ratio and cardiometabolic index demonstrated significantly better performance than the other indices in detecting MetS, with no difference between the two. As a result, we focused on the TG/HDL-C ratio since it is the simplest measure, requiring no additional anthropometric data compared to the cardiometabolic index. Additionally, applying age- and gender-specific thresholds can further improve its accuracy. Conclusions: The TG/HDL-C ratio, which requires only two standard biochemical markers, provides the same accuracy as more complex indexes in detecting MetS in children and adolescents with PWS, making it the optimal predictor for MetS in this population.
Keywords: Prader–Willi syndrome; Triglycerides/HDL-Cholesterol ratio; metabolic syndrome.
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Mostafa Salama , Doha Hassan , Siobhan Pittock , Seema Kumar.  Weight Loss Effect of Lisdexamfetamine in Children with Severe Obesity: A Case Series.  Child Obes. 2025 Sep 29. Online ahead of print.
Abstract    Background: Pharmacological options for severe obesity in early childhood are limited. While lisdexamfetamine is approved for attention-deficit/hyperactivity disorder (ADHD) and binge eating disorder, its role in managing obesity in children without these conditions has not been well studied. This case series assessed the effect of lisdexamfetamine on weight in young children with severe obesity but without ADHD or binge eating disorder. 
Methods: We conducted a retrospective chart review of six children with severe obesity treated with lisdexamfetamine for weight management. Demographic, anthropometric, and metabolic data were collected. One patient had Prader-Willi syndrome (PWS); the others had no known syndromic obesity. 
Results: Median age at treatment initiation was 6.5 years (range: 4.5-14), with equal male and female distribution. Median treatment duration was 12 months (range: 12-24), and mean maximum tolerated lisdexamfetamine dose was 35 mg (range: 10-60). In patients without syndromic obesity (n = 5) including one child with hypothalamic obesity, lisdexamfetamine significantly reduced body mass index (BMI) percent of the 95th percentile at 12 months (median change -24%, range: -18 to -28, p = 0.031), equating to a 13.8% reduction in BMI. Height percentile remained unchanged (p = 0.59). The patient with PWS did not achieve lasting weight loss. Three children reported decreased appetite. 
Conclusions: Lisdexamfetamine was associated with weight loss in young children with severe obesity without genetic syndromes. Further studies are warranted to assess the long-term efficacy and safety of lisdexamfetamine in the management of pediatric obesity.
Keywords: children; lisdexamfetamine; obesity; overweight.
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Camila Dos Santos El Halal , Magda Lahorgue Nunes.  Sleep disorder assessment in children and adolescents with neurodevelopmental disorders.  J Pediatr (Rio J). 2025 Sep 1:101441. Online ahead of print.
Abstract    Objective: To review the associations between various neurodevelopmental disorders and the most prevalent sleep disorders in children and adolescents, focusing on clinical characteristics and diagnostic approaches.
Data sources: A literature review was conducted using the PubMed database, employing the search terms "neurodevelopmental disorders" and "sleep disorders," including "insomnia," "sleep-related breathing disorders," "circadian rhythm sleep-wake disorders," "sleep-related movement disorders," "parasomnias," and "central disorders of hypersomnolence." Specific diagnostic terms related to neurodevelopmental and sleep disorders were also utilized. Additionally, the reference lists of selected manuscripts were manually reviewed to identify further relevant publications.
Data synthesis: Sleep disorders are frequently associated with neurodevelopmental disorders such as autism spectrum disorder, attention-deficit/hyperactivity disorder, and intellectual disability, as well as genetic syndromes known to predispose individuals to sleep disturbances, including Down syndrome, Smith-Magenis syndrome, Prader-Willi syndrome, and mucopolysaccharidosis type II. These associations are mediated by anatomical, biological, and behavioral mechanisms. Diagnostic evaluation should be guided by clinical suspicion and typically involves a comprehensive clinical history, sleep diaries, standardized questionnaires, and, when indicated, additional diagnostic procedures.
Conclusions: Sleep disorders are more prevalent in children and adolescents with neurodevelopmental disorders. A thorough understanding of the most commonly associated sleep disturbances and the implementation of targeted diagnostic strategies are essential for appropriate clinical management and for improving long-term outcomes in this population.
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Silvia Caino , Carolina Caminiti , Rocio Rabosto Moleón , Gabriela Krochik , Mariana Del Pino.  Development of disease-specific growth charts for Argentine Prader-Willi syndrome without growth hormone treatment.  Ann Hum Biol. 2025 Dec;52(1):2534345. Epub 2025 Sep 4.
Abstract   Background: Prader-Willi syndrome (PWS) is a complex genetic disorder characterised by infantile hypotonia, early-onset obesity, intellectual disability, hypopigmentation, small hands and feet, short stature, hypogonadism, and distinctive facial features.
Aim: To generate and report growth curves for height, sitting height, hands and feet length for Argentine children with Prader-Willi syndrome (PWS) without growth hormone treatment.
Subjects and methods: A total of 1174 anthropometric measures were obtained from 167 children (82 boys) aged 0-19 years attending Hospital Garrahan between 1992 and 2019. Standardised techniques were used in patients with molecularly confirmed PWS. The 3rd, 10th, 25th, 50th, 75th, 90th, and 97th percentiles were estimated using the LMS method, which adjusts for skewness. Height data were plotted for comparison with the 50th percentile of the Argentine general population and German PWS without growth hormone treatment.
Results: Growth curves for height, sitting height, hands and feet length were developed from 169 children. Mean adult height was 145.3 cm in females (n = 88) and 153.2 cm in males (n = 81), which are 15.4 and 19.6 cm below the 50th percentile of the Argentine non-PWS population for girls and boys, respectively. Compared with German PWS, Argentine PWS references were 3.3 and 5.9 cm shorter in girls and boys, respectively. Mean sitting height was 9.03 cm in boys and 9.61 cm in girls, shorter than the Argentine non-PWS population.
Conclusion: Differences in adult height between Argentine and German PWS references highlight the importance of local growth standards. Country-specific reference charts are essential tools for identifying growth-impacting conditions and monitoring response to therapy.
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Vítor Patrício Correia , Ricardo Zorron , Ana Craciun , Olavo Gomes.  Transoral outlet reduction (TORe) for treatment of weight regain after biliopancreatic diversion in a patient with Prader-Willi syndrome and super-super obesity: report of the first case.  Updates Surg. 2025 Aug 9. Online ahead of print.
Abstract   This is the first report to present a novel application of TORe for anatomical revision in a patient with Prader-Willi syndrome and super-super obesity, following substantial weight regain after Scopinaro surgery performed 9 years prior. The procedure involved APC-induced mucosal ablation and endoscopic full-thickness suturing. Postoperatively, the patient achieved 34% excess weight loss and 25.4% total body weight loss at 3 months, sustained at 41% EWL and 31% TBWL at 12 months. Improvements included resolution of obstructive sleep apnea, glycemic optimization, and improvement in functional capacity.
Keywords: Argon plasma coagulation; Bariatric revision; Gastroplasty; Natural orifice endoscopic surgery; Obesity; Prader–Willi syndrome; Transoral outlet reduction.
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Romina Ceccomancini , Delfina Mendiola , Letícia Nunes Campos , Jorgelina Stegmann.  Relationship between Body Mass Index and Nutritional Status across Genetic Subtypes of Prader-Willi Syndrome.  Clin Nutr ESPEN. 2025 Aug 1:S2405-4577(25)02883-9. Online ahead of print.
Abstract   Introduction: The relationship between Prader-Willi Syndrome (PWS) genetic subtypes and nutritional status is generally unknown. We aimed to evaluate the relationship between body mass index (BMI) and nutritional status across genetic subtypes of PWS.
Methods: This retrospective cross-sectional study included male and female individuals over 8 years old with a confirmed genetic diagnosis of PWS and subtype determination. This study was conducted at a health facility led by a non-governmental organization that provides regular outpatient transdisciplinary care for rare diseases. We excluded individuals with a history of growth hormone treatment and pharmacological treatments for nutritional purposes. Participants were grouped based on the presence or absence of a genetic deletion subtype. The BMI (kg/m2) was calculated upon admission. Nutritional assessment was conducted in accordance with World Health Organization standards.
Results: A total of 41 individuals with PWS were included, with a mean age of 19.4±6.7 years and a mean BMI of 40.2±12.7 kg/m2. The most frequent genotype was deletion (n=28, 68%). Compared to non-deletion participants, the deletion group showed a significantly higher mean BMI (42.4±14.2 kg/m2 vs. 35.5±7.2 kg/m2, p = 0.045). The nutritional status of obesity was significantly more prevalent in individuals with the deletion subtype (93%, 26/28) compared to those with a non-deletion subtype (62%, 9/13; p = 0.006). However, when stratified by age groups, the association between deletion and nutritional status was observed only among adults, in whom deletion was linked to a higher prevalence of obesity (94% vs. 50%, p = 0.006) and a higher mean BMI (47.8 ± 14.9 kg/m2 vs. 35.1 ± 8.6 kg/m2, p = 0.04).
Conclusion: In this study involving individuals with PWS, adults with the genetic deletion subtype presented higher mean BMI and more severe obesity compared to patients with non-deletion genotypes.
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Sietse M Aukema , Kim Vandenput , Emanuela Scarano , Himanshu Goel , Lily Guo , Michiel Vanneste , Koen Devriendt , Nitash Zwaveling-Soonawala , Cordula Kiewert  Alma Kuechler , Ilaria Parenti , Eleonora Orlandini , Elke de Boer , Siddharth Banka , Elizabeth Wall , Gholson J Lyon , Karen J Low , Joyce M Geelen , Yvonne G van der Zwan , Charlotte W Ockeloen.  Growth Hormone Treatment in Patients With KBG Syndrome: Novel Insights, Challenges and Recommendations From Six New Patients and Literature Review.  Am J Med Genet A. 2025 Jul 17:e64168. Online ahead of print.
Abstract    KBG syndrome is one of the most frequent neurodevelopmental disorders and is caused by ANKRD11 variants. Postnatal short stature is observed in ~50% of patients. Recombinant human growth hormone (rhGH) has become a valuable treatment for patients with growth hormone deficiency (GHD) along with Prader-Willi and Turner syndrome. Limited evidence suggests benefits for some patients with KBG syndrome, but systematic analysis and detailed phenotyping are lacking. In this study, we include six unpublished patients with KBG syndrome treated with rhGH and 22 patients from the literature. At treatment start, 43% had GHD. Median height before treatment was -2.9 standard deviation score (SDS) which increased to -1.8 SDS at the latest measurement. Moreover, half of the patients showed height gains of ≥ 1 SDS and 10/18 patients with short stature before treatment achieved heights within normal ranges following treatment or at the latest available measurement. Of interest, the difference between pre-treatment height SDS and that at the latest measurement (∆HSDS) was comparable for patients with and without GHD. This study represents the largest group of patients with KBG syndrome treated with rhGH so far and suggests that rhGH treatment has a positive impact on height, as indicated by ∆HSDS, in a subset of patients.
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Libing Luo , Mary Hoi Yin Tang , Shengmou Lin , Anita Sik-Yau Kan , Cindy Ka Yee Cheung , Xiaoying Dai , Ting Zeng , Yanyan Li , Lilu Nong , Haibo Huang , Chunchun Chen , Yue Xu , Kelvin Yuen Kwong Chan.  Prenatal Phenotype in a Neonate with Prader-Willi Syndrome and Literature Review.  Diagnostics (Basel). 2025 Jun 30;15(13):1666.
Abstract     Background and Clinical Significance: Prader-Willi syndrome (PWS) is a rare genetic disease caused by imprinted gene dysfunction, typically involving deletion of the chromosome 15q11.2-q13 region, balanced translocation, or related gene mutations in this region. PWS presents with complex and varied clinical manifestations. Abnormalities can be observed from the fetal stage and change with age, resulting in growth, developmental, and metabolic issues throughout different life stages. Case Presentation: We report the prenatal characteristics observed from the second to third trimester of pregnancy in a neonate with PWS. Prenatal ultrasound findings included a single umbilical artery, poor abdominal circumference growth from 26 weeks, normal head circumference and femur length growth, increased amniotic fluid volume after 30 weeks, undescended fetal testicles in the third trimester, small kidneys, and reduced fetal movement. The male infant was born at 38 weeks of gestation with a birth weight of 2580 g. He had a weak cry; severe hypotonia; small eyelid clefts; bilateral cryptorchidism; low responsiveness to medical procedures such as blood drawing; and poor sucking, necessitating tube feeding. Blood methylation-specific multiple ligation-dependent probe amplification (MS-MLPA) showed paternal deletion PWS. Notably, this case revealed two previously unreported prenatal features in PWS: a single umbilical artery and small kidneys. Conclusions: Through literature review and our case presentation, we suggest that a combination of specific sonographic features, including these newly identified markers, may aid clinicians in the early diagnosis of PWS.
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Amee Revana , Rakesh Bhattacharjee , Jennifer L Miller , Aaron Chidekel , Priya Khanna , Sarayu Ratnam , Grant Runyan , Eric Bauer , Krystle Davis Rapchak , David Seiden , Kumar Budur , Jeffrey M Dayno.  A proof-of-concept study of pitolisant for excessive daytime sleepiness in patients with Prader-Willi syndrome.  J Clin Sleep Med. 2025 Jul 3. Online ahead of print.
Abstract   Study objectives: The majority of patients with Prader-Willi syndrome (PWS) experience excessive daytime sleepiness (EDS). This study evaluated the effects of pitolisant, a histamine 3 (H3)-receptor antagonist/inverse agonist that promotes wakefulness, in patients with PWS and EDS.
Methods: In this phase 2, randomized, double-blind, placebo-controlled, proof-of-concept study, patients ages 6-65 years with a confirmed diagnosis of PWS with EDS were randomized 1:1:1 to receive lower-dose pitolisant (children/adolescents/adults, 8.9/13.35/17.8 mg), higher-dose pitolisant (children/adolescents/adults, 17.8/26.7/35.6 mg), or matching placebo for 11 weeks (3-week titration/8-week maintenance). The primary endpoint was change from baseline to Week 11 in Epworth Sleepiness Scale for Children and Adolescents (ESS-CHAD; parent/caregiver version) score. Other measures included the Caregiver Global Impression of Severity for EDS, Aberrant Behavior Checklist-C (ABC-C), and Hyperphagia Questionnaire for Clinical Trials (HQ-CT).
Results: Of 65 patients randomized and treated, 59 (90.8%) completed the double-blind phase. Least-squares (LS) mean improvement from baseline to Week 11 in ESS-CHAD score was greater for higher-dose pitolisant (-5.0) versus placebo (-3.9; LS mean [SE] difference, -1.1 [1.52]), but not for lower-dose pitolisant (-3.5) versus placebo (LS mean [SE] difference, 0.5 [1.6].The largest effect of pitolisant was seen in children (ages 6 to <12 years; LS mean [SE] difference for higher-dose pitolisant versus placebo, -3.5 [1.90]). Improvements were observed across other measures, especially in the higher-dose pitolisant group, including LS mean (SE) change of -5.5 (1.2) on the irritability domain of the ABC-C and -3.1 (1.0) on the HQ-CT. The most common AEs in pitolisant-treated patients (doses pooled) were anxiety, irritability, and headache (11.9% each), consistent with the known safety profile of pitolisant.
Conclusions: Results of this proof-of-concept study support further evaluation of pitolisant in patients with PWS and EDS.
Clinical trial registration: Registry: ClinicalTrials.gov; Identifier: NCT04257929.
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Makiko Tachibana , Yuji Oto , Kenichi Kashimada , Tomohiro Ishii , Yutaka Takahashi , Koji Muroya , Yoko Aoki , Kenji Kurosawa , Tsutomu Ogata , Masanobu Kawai.  A questionnaire-based survey on hyperphagia in individuals with Prader-Willi syndrome in Japan.  Endocr J. 2025 Jul 23. Online ahead of print.
Abstract  Prader-Willi syndrome (PWS) is associated with increased mortality, primarily due to complications from hyperphagia-associated obesity. Clinical trials investigating anti-hyperphagic medications are currently underway. The Hyperphagia Questionnaire for Clinical Trials (HQ-CT) is designed to assess hyperphagia in PWS, with scores ranging from 0 to 36, where higher scores indicate greater severity. However, HQ-CT scores have not yet been evaluated in Japan. Therefore, we conducted a questionnaire-based survey among patient association members. Of 605 members, the score was available in 266. Their median age was 13 years (range: 0-48). Of these, 160 were children (<18 years), and 106 were adults (≥18 years). Obesity was observed in 11% and 40% of the pediatric and adult participants, respectively. The genetic subtypes included deletions (56%) and uniparental disomies (26%). The median HQ-CT score was 5 (range: 0-30), with no significant differences observed by sex or genetic subtype. The adult participants had significantly higher scores than pediatric participants (8 vs. 4). The HQ-CT score was lower than that reported in studies conducted overseas. Among adult participants, the score was significantly higher in obese individuals than in non-obese individuals, and multivariate analysis demonstrated a positive association between the score and body mass index, after adjusting for age, sex, genotype, and growth hormone treatment during childhood (β = 0.38, p = 0.0001). However, no such association was observed in pediatric participants. These findings provide valuable insights into the hyperphagic status of PWS in Japan and implicate that hyperphagia imposes a disease burden, particularly during adulthood.
Keywords: Body mass index; Hyperphagia; Hyperphagia Questionnaire for Clinical Trials (HQ-CT); Obesity; Prader–Willi syndrome.
PMID: 40707235   DOI: 10.1507/endocrj.EJ25-0039







Cognition and mental health



