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Figure 1: IGV visualization and Sanger sequencing confirmation of

Sequencing data were demultiplexed and secondary analysis of the FASTQ mosaic ARID1A variant C 4
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performed by GenomeNext v1.1, which does the alignment, deduplication, and

single sample variant calling with GATK Unified Genotyper 1.6-13. Case 2 » 2 year old female with macrocephaly, hirsutism, global developmental

» 6 month old male with infantile spasms, failure to thrive, severe hypotonia, delay, and perisylvian polymicrogyria on MRI.

Genelnsight (Sunquest) was used for annotation and tertiary analysis filtering seizures, microcephaly, esotropia, short palpebral fissures, protuberant * WES identified a pathogenic mosaic PIK3R2 variant: it was de novo (PS2),
based on clinician-provided phenotypes. The Integrative Genomics Viewer (IGV) tongue, and sparse scalp hair. absent from controls (PM2), previous reported cosegregating with disease In
v2.3 was used for sequencing visualization. « WES identified a likely pathogenic mosaic ARX variant: it multiple family members (PP1, Mirzaa, et al. 2015 Lancet Neurol.),

was de novo (PS2), absent from controls (PM2), demonstrated altered function in vitro (PS3, Riviere, et al. 2012 Nature
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contributed to the patient’s phenotype. Given adequate read depth, and appropriate bioinformatic processing parameters, MPS can effectively detect mosaic alterations at low VAFs.
4 of the 71 (5.6%) causative variants were confirmed to be mosaic. The enhanced capability of MPS to detect mosaic alterations has improved our ability to identify disease-causing variants and establish recurrence risk.
3 mosaic variants were identified in parental samples due to the presence of a Several challenges remain in the detection of mosaic variants by MPS including false positive sequencing/alignment artifacts, false negatives due to limitations in sensitivity

heterozygous variant in the child. In variant-calling algorithms, limitations in read depths, and the need to analyze disease-involved tissue.



