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B A C K G R O U N D
• ReNU syndrome (RENU) is a neurodevelopmental disorder first described in 

2024 characterized by global developmental delay, intellectual disability, 
seizures, brain anomalies, hypotonia, and other symptoms.1,2

• RENU is estimated to account for 0.4% of all neurodevelopmental disorders 
and arises from variants in RNU4-2. Most RENU diagnoses have a common de 
novo n.64_65insT variant.1

• RNU4-2 encodes spliceosome ribonucleoprotein U4 which is important for 
brain development.1,2 

• We present our clinical laboratory’s experience identifying a pathogenic 
RNU4-2 variant in a pediatric patient by whole genome sequencing (WGS). 

P A T I E N T  H I S T O R Y
• 4-year-old female with primary indications of microcephaly and global 

developmental delay (GDD). Medical history also notable for failure to thrive 
requiring a G-tube, significant motor delay, and minimal speech 
development. 

• Prenatal course unremarkable. Born via C-section and remained in NICU for 
about two weeks. Noted at birth to be hypotonic and microcephalic. 

• No developmental regression. Brain MRI did not show anatomic 
abnormalities. No seizures reported by family.

• Family history is significant for three sisters reported to be microcephalic but 
developmentally appropriate.

R E N U  P H E N O T Y P E  C O M P A R I S O NT E S T I N G  H I S T O R Y

Table 1. Comparison of this patient’s phenotype against common features in large RENU 
cohorts (>50% of patients in at least one cohort). Highlighted rows are those where the 
patient’s phenotype is absent that feature.

C O N L U S I O N S
• RNU4-2 noncoding variants have limited, if any, 

coverage by most non-WGS methods. This case 
study reinforces the clinical utility of WGS to avoid 
diagnostic odysseys for RENU and supports 
reanalysis of pre-discovery WGS data for patients 
with suspected RENU.

• This patient’s phenotype deviates from other 
patients in the literature with a RENU diagnosis, 
particularly the lack of abnormal brain imaging and 
seizures seen in >50% of patients in larger cohorts. 
These findings continue to broaden the clinical 
scope for patients with molecular RNU4-2 findings.
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Nondiagnostic microarray, Prader-Willi methylation, neuromuscular panel, and 
biochemical profiling performed at outside laboratories

2023: Patient enrolled in NIH Study Project GIVE; Trio Whole Genome Sequencing 
(WGS) at Baylor Genetics nondiagnostic

2024: Provider-initiated WGS reanalysis revealed a de novo RNU4-2 n.64_65insT 
variant consistent with a diagnosis of ReNU syndrome

Patient was referred to neurology to evaluate for seizures, and the family was 
connected to RENU support group

Exome sequencing and mitochondrial genome sequencing at outside laboratories 
also nondiagnostic
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