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HGVS expressions
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Glaucoma VCEP

The c.1160G>A variant in MYOC is a missense variant predicted to cause substitution of Glycine by Aspartic Acid at amino acid 387

(p.Gly387Asp). The highest minor allele frequency of this variant was in the East Asian genetic ancestry group of gnomAD (v4.1.0) =

0.00004455 (2 alleles out of 44,890), which met the ≤ 0.0001 threshold set for PM2_Supporting in a genetic ancestry group of at least

10,000 alleles. The REVEL score = 0.958, which met the ≥ 0.932 threshold for PP3_Strong, predicting a damaging effect on MYOC function.

There was no functional evidence predicting a damaging or benign impact of this variant on MYOC function. 2 probands with primary open
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angle glaucoma have been reported carrying this variant (PMID: 24825108), which met PS4_Supporting (≥ 2 probands). In summary, this

variant met the criteria to receive a score of 6 and to be classified as likely pathogenic (likely pathogenic classification range 6 to 9,

adapted from PMID: 32720330) for primary open angle glaucoma based on the ACMG/AMP criteria met, as specified by the ClinGen

Glaucoma VCEP (v2.0.0, 5 Dec 2024): PP3_Strong, PS4_Supporting, PM2_Supporting

Met criteria codes

PP3_Strong   The REVEL score = 0.958, which met the ≥ 0.932 threshold for PP3_Strong, predicting a damaging effect on MYOC

function.

PS4_Supporting   2 probands with primary open angle glaucoma have been reported carrying this variant (PMID: 24825108), which

met PS4_Supporting (≥ 2 probands).

PM2_Supporting   The highest minor allele frequency of this variant was in the East Asian genetic ancestry group of gnomAD (v4.1.0)

= 0.00004455 (2 alleles out of 44,890), which met the ≤ 0.0001 threshold set for PM2_Supporting in a genetic

ancestry group of at least 10,000 alleles.

Not Met criteria codes

PS2   This variant has not been identified de novo.

PS1   An established LP or P variant causing this same amino acid change has not been identified.

PS3   No functional evidence has been found for this variant.

PP1   No segregations have been reported for this variant.

PM5   No other LP or P missense variants at this amino acid residue have been identified.

PM4   This variant does not cause a protein length change.

BA1   This criterion was not met as PM2_Supporting has been met.

BS3  No functional evidence has been found for this variant.

BS1   This criterion was not met as PM2_Supporting has been met.

BP7   This is not an intronic, synonymous or non-coding variant.

BP4   This criterion was not met as PP3 has been met.



ClinGen Terms of Use.

¤ Powered by BCM's Genboree.

Curation History 

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.

Showing 1 to 2 of 2 rows

Showing 1 to 2 of 2 rows

   

See Report Preferred Variant Title Classification  Condition Published Date Version  Criteria Specification Gene

View NM_000261.2:c.1160G>A Likely Pathogenic

Open-Angle

Glaucoma
2026-02-18 2.0

ClinGen Glaucoma

Expert Panel

Specifications to the

ACMG/AMP Variant

Interpretation

Guidelines for MYOC

Version 2.0.0

MYOC

View Uncertain Significance

Primary Open

Angle Glaucoma 2023-06-01 1.0 - MYOC











https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/
https://erepo.genome.network/evrepo/ui/summary/classification/b9227514-de3a-44ac-8340-f2653214de03/version
https://erepo.genome.network/evrepo/ui/classification/b9227514-de3a-44ac-8340-f2653214de03?version=2.0
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0005338
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0005338
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0005338
https://erepo.genome.network/cspec/ui/svi/doc/635003679?version=2.0.0
https://erepo.genome.network/cspec/ui/svi/doc/635003679?version=2.0.0
https://erepo.genome.network/cspec/ui/svi/doc/635003679?version=2.0.0
https://erepo.genome.network/cspec/ui/svi/doc/635003679?version=2.0.0
https://erepo.genome.network/cspec/ui/svi/doc/635003679?version=2.0.0
https://erepo.genome.network/cspec/ui/svi/doc/635003679?version=2.0.0
https://erepo.genome.network/cspec/ui/svi/doc/635003679?version=2.0.0
https://erepo.genome.network/cspec/ui/svi/doc/635003679?version=2.0.0
https://www.ncbi.nlm.nih.gov/gene/4653
https://www.ncbi.nlm.nih.gov/gene/4653
https://erepo.genome.network/evrepo/ui/classification/b9227514-de3a-44ac-8340-f2653214de03?version=1.0
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0007665
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0007665
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0007665
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0007665
https://www.ncbi.nlm.nih.gov/gene/4653
https://www.ncbi.nlm.nih.gov/gene/4653

