Supplementary Method

Karyotyping and chromosomal microarray

The karyotypes were analyzed by conventional trypsin/Giemsa staining (GTG-banding techniques). At least 20 karyotypes at 550-band resolution were prepared and analyzed for each sample.

Chromosomal microarray (CMA) was performed using GeneChip System 3000Dx v.2 with Affymetrix CytoScan Dx Assay (Thermo Fisher Scientific, Carlsbad, CA, USA). This assay is known to identify copy number variations (CNVs) as small as 25 kb for losses, 50 kb for gains, and 3 Mb for loss-of-heterozygosity. In this study, CNVs were reported if copy number gain or loss were ≥ 400 kb in size, and loss-of-heterozygosity was ≥ 10 Mb in size. In addition, even if the size is less than 400 kb, CNVs that are considered clinically important were also reported. Detected CNVs were classified according to the American College of Medical Genetics/ClinGen guideline for CMA interpretation.
