Method:
Exome Sequencing, Variant Interpretation, and Classification
DNA was extracted from parents and proband samples, using DNeasy Blood Tissue Kit (Qiagen GmbH, Hilden, Germany) following the manufacturer’s protocol. Quality of genomic DNA was evaluated by agarose gel analysis and quantity was measured by Qubit3.0. DNA is interrupted to 200bp around by fragmentation enzymes. The DNA fragments were hybridized and captured by NanoWES. The trioWES libraries were quantified by qPCR and sequenced using Illumina NovaSeq6000 (Illumina, San Diego, CA, USA) with 150 base-paired end reads.
	 Raw image files were processed using CASAVA v1.82 for base calling and generating raw data. The sequencing reads were aligned to the human reference genome (hg38/GRCh38) using Burrows-Wheeler Aligner tool1 and PCR duplicates were removed by using Picard (http://picard.sourceforge.net/). Verita Trekker Variants Detection System by Berry Genomics and the third-party software GATK2 (https://software.broadinstitute.org/gatk/) were employed for variant calling. Variant annotation and interpretation were conducted by ANNOVAR3 and the Enliven Variants Annotation Interpretation System authorized by Berry Genomics. 
Annotation databases mainly included human population databases (gnomAD, ExAC, 1000 Genome Project, ESP), silico prediction algorithms (SIFT, FATHMM, REVEL, CADD, SPIDEX) and disease and phenotype databases (OMIM, ClinVar, HGMD). The variants were classified according to the American College of Medical Genetics and Genomics (ACMG) guidelines for interpretation of genetic variants.4 Coverage for these patients was at least 98.97% at a 20× depth threshold.
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