
Diagnostic rates in consanguineous populations are
highly variable, with Kurul et al. demonstrating a 86%
diagnostic yield of trio WES in 190 consanguineous
families with neurogenetic phenotypes, with 82% of
causative variants being homozygous variants. 

Jalkh et al had a diagnostic yield of 49.5% in 200
Lebanese families; 2 years later, the yield was
improved to 56% with repeated WES analysis. 

 

CASE REPORT: RARE UFSP2 C.344T>A FOUNDER
VARIANTS IN A CHILD WITH INFANTILE SPASMS

We report a case of a 4-year-old male with microcephaly, infantile spasms, global developmental delay, unilateral esotropia and autism spectrum
disorder, born to consanguineous parents of Palestinian descent. Genetic testing by trio WES identified pathogenic  UFSP2 c.344T>A variants. This
is the eleventh reported case of UFSP2 related neurodevelopmental disorder in the literature. Biallelic UFSP2 c.344T>A variants were first
identified in 8 patients with a severe neurodevelopmental disorder with epilepsy, establishing this as a founder variant by Ni et al in 2021. 

  

INTRODUCTION

Trio whole exome sequencing (WES) conducted in 2019 did not
report any medically significant variants. Reanalysis of WES genomic
data in 2023 identified biparental inheritance of pathogenic UFSP2
c.344T>A founder variants. The UFSP2 phenotype was consistent
with the patient's features. Table 1 compares the patients in the
literature.  

Figure 2. Sequencing data view from Integrative genomic viewer (IGV) for the UFSP2 gene
and the UFSP2 c.344T>A variants in our patient. 

The genomic result ended the diagnostic odyssey and informed recurrence risk for family planning. The outcome
highlights the importance of periodic genomic data reanalysis, given the continual discovery of new gene-disease
associations. Concerted efforts to engage with ethnically diverse populations are critical to diversify the reference
genome, which in turn increases diagnostic yield in rare disease genomics and improves overall health outcomes. 
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Table 1. Comparison of the patient phenotypes across the publications.

Figure 1. Family Pedigree
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