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Platelet Disorders VCEP

After a comprehensive literature search of the synonymous variant NM_000212.3(ITGB3):c.414G>C (p.Vall38=), no individuals with
glanzmann thrombasthenia were reported with the variant. The highest population minor allele frequency in gnomAD v4.1 is 8.475e-7
(1/1179980 alleles) in the European (Non-Finnish) genetic ancestry group which is lower than the ClinGen PD VCEP threshold (<0.0001;
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PM2_Supporting). In silico predictor spliceAl revealed that the synonymous mutation is not expected to impact splicing and a PhyloP score
of -.103 shows that the nucleotide position is not highly conserved (BP4, BP7). Due to conflicting evidence, this variant is classified as
likely benign for autosomal recessive Glanzmann Thrombasthenia based on the ACMG/AMP criteria applied, as specified by the ClinGen PD-
VCEP: PM2_Supporting, BP4, BP7. (PD VCEP specifications version 2.1).
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BP7 a v The c.414G>C (p.Vall38=) variant is a synonymous that is not predicted by SpliceAl to impact splicing. In addition,
it occurs at a nucleotide that is not conserved as shown by phyloP score of -.103 (BP7).

BP4 a v The ¢.414G>C (p.Vall38=) variant is a synonymous variant that is not predicted by SpliceAl to impact splicing (BP4).

PM2_Supporting a v The highest population minor allele frequency in gnomAD v4.1 is 8.475e-7 (1/1179980 alleles) in the European (Non-
Finnish) genetic ancestry group which is lower than the ClinGen PD VCEP threshold (<0.0001; PM2_Supporting).
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