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DICER1 and miRNA-Processing Gene VCEP

NM_177438.2(DICER1):c.1509G>C variant in DICER1 is a missense variant predicted to cause substitution of glutamate by aspartate at
amino acid 503 (p.Glu503Asp). This variant received a total of 1 phenotype point across 1 unrelated proband/family meeting DICER1 VCEP
phenotype specificity scoring criteria of 1-1.5 points (PS4_Supporting; Internal lab data: Invitae). The variant has been reported to
segregate with DICER1 phenotypes in 2 family members separated by 4 meioses from 1 family (PP1_Supporting; Internal lab contributors).
This variant is absent from gnomAD v4.1.0 (PM2_Supporting). Sequencing of RNA from patients showed an out-of-frame impact on splicing,
indicating that this variant impacts protein function (PS3; Internal lab contributor: Invitae). The splice site predictors MaxEntScan and
SpliceAl indicate that the variant impacts splicing, evidence that correlates with impact to DICER1 function (PP3). In summary, this variant
meets the criteria to be classified as Likely Pathogenic for DICER1 syndrome based on the ACMG/AMP criteria applied, as specified by the
ClinGen DICER1 VCEP: PS4_Supporting, PP1, PM2_Supporting, PS3, PP3 (Bayesian Points: 8; VCEP specifications version 1.3.0; 02/25/2025).
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This variant received a total of 1 phenotype point across 1 unrelated proband/family meeting DICER1 VCEP
phenotype specificity scoring criteria of 1-1.5 points

Absent in gnomAD v4.1.0 with good coverage

Sequencing of RNA from patients showed an out-of-frame impact on splicing, indicating that this variant impacts
protein function (PS3; Internal lab contributor: Invitae).

The variant has been reported to segregate with DICER1 phenotypes in 2 family members separated by 4 meioses
from 1 family (PP1_Supporting; Internal lab contributors).

Last nt of exon has concordant splicing impact for SpliceAl and MaxEntScan
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the guideline

PM5 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM4 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

Curation History '


https://erepo.genome.network/evrepo/ui/summary/classification/c256aaa7-0312-4848-81dd-ad5c0af94b04/version

Showing 1 to 2 of 2 rows

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.

ClinGen Terms of Use.
 Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/

