Method

Whole genome sequencing 
WGS was performed on the patient and the parents of the patient. DNA samples were obtained from peripheral blood using FlexiGene DNA kit (Qiagen), and DNA libraries were prepared using the TruSeq DNA PCR-Free HT Library Prep Kit with 550bp insertion size. Then, the whole-genome sequencing was conducted by Illumina NovaSeq 6000 at Takara Bio laboratory. Data processing was performed using the parabricks pipeline (v3.5.0) (NVIDIA Clara™) as previously described 1. Variants were annotated using ANNOVAR 2. Rare coding and canonical splicing variants were excluded using the filtering criteria of MAF >=0.001% for autosomal dominant genes and MAF >= 0.01 for autosomal recessive genes in the gnomAD database (https://gnomad.broadinstitute.org). The mode of inheritance of the gene was adopted from the OMIM database generated on July 6, 2022 (https://omim.org). After filtering, we manually assessed variants in the known disease-causing genes using OMIM gene description and in-silico predictions. 
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