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DICER1 and miRNA-Processing Gene VCEP

The NM_177438.2:c.1408G>T (p.Glu470Ter) variant in DICER1 is a nonsense variant predicted to cause a premature stop codon in
biologically-relevant-exon 9/27 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 points across 1 family meeting DICER1 VCEP phenotype specificity scoring
criteria of 1-1.5 points (PS4_Supporting; PMIDs 26925222, 28323992, 30178239, 30339877). 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)

Met criteria codes

PVS1 D v Predicted to undergo NMD: Stop codon 5’ of p.Pro1850

PP4 [:] v Somatic ¢.5126A>G (p.Aspl709Gly) identified in individual with nodular hyperplasia (PMID: 28323992)
PM2_Supporting D v Absent gnomAD v2.1.1 (non-cancer). Over 20x coverage in >90% individuals.

PS4 _Supporting D v Identified in a family with features of DICER1 syndrome (PMID: 26925222, 28323992, 30178239, 30339877, internal

laboratory contributors).

Not Met criteria codes

PM1 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM6 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BAl D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS1 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS4 [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS3 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP2 D % No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline



PS1 G % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS2 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS3 B P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PP1 a % No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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