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The NM_177438.2:¢c.3019C>T (p.GIn1007Ter) variant in DICER1 is a nonsense variant predicted to cause a premature stop codon in
biologically-relevant-exon 19/27 leading to nonsense mediated decay in a gene in which loss-of-function is an established disease
mechanism (PVS1). This variant received a total of 1 phenotype point across 1 proband meeting DICER1 VCEP phenotype specificity scoring
criteria (PS4_Supporting; PMID: 30178239, 28323992, 25118636, NCI). In addition, at least one patient with this variant was found to have
a somatic second hit in a recognized DICER1 hotspot codon on tumor sequencing, which is highly specific for DICER1 syndrome (PP4, PMID:
28323992). This variant is absent from gnomAD v2.1.1 and v3.1.1 (non-cancer) (PM2_Supporting). In summary, this variant meets the
criteria to be classified as pathogenic for DICER1 syndrome based on the ACMG/AMP criteria applied, as specified by the ClinGen DICER1
VCEP: PVS1, PS4_Supporting, PP4, PM2_Supporting. (Bayesian Points: 11; VCEP specifications version 1; 02/11/2022).
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Nonsense variant upstream of residue 1850; predicted to undergo NMD

Absent from gnomAD 2.1 (non-cancer) with >20x coverage in the region

This variant received a total of 1 phenotype points for 1 proband meeting DICER1 VCEP phenotype specificity
scoring criteria (PS4_Supporting; PMID: 30178239, 28323992, 25118636, NCI).

At least one patient with this variant was found to have a somatic second hit in a recognized DICER1 hotspot codon
on tumor sequencing, which is highly specific for DICER1 syndrome (PP4, PMID: 28323992).
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