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Monogenic Diabetes VCEP

The c.745G>T variant in the hepatocyte nuclear factor 4-alpha gene, HNF4A, results in a premature termination at codon 249 (p.

(Glu249Ter)) of NM_175914.5. This variant is absent in gnomAD v2.1.1 (PM2_Supporting) and located in biologically relevant exon 7 of 10,

is predicted to lead to nonsense-mediated decay in a gene in which loss-of-function is an established disease mechanism (PVS1; PMID:

23348805). This variant was identified in an individual with a clinical history suggestive of HNF4A-MODY (neonatal hypoglycemia that is

responsive to diazoxide and negative genetic testing for ABCC8 and KCNJ11)(PP4; internal lab contributors). In summary, c.745G>T meets

the criteria to be classified as pathogenic for monogenic diabetes. ACMG/AMP criteria applied, as specified by the ClinGen MDEP

(specification version 2.0.0, approved 10/11/2023): PVS1, PP4, PM2_Supporting.

Met criteria codes

PM2_Supporting   This variant is absent from gnomAD v2.1.1 (PM2_Supporting). gnomAD v4.1.0, absent

PP4   HNF4A: This variant was identified in an individual with a clinical history suggestive of HNF4A-MODY (neonatal

hypoglycemia that is responsive to diazoxide and negative genetic testing for ABCC8 and KCNJ11)(PP4; internal lab

contributors).

PVS1   This variant, located in biologically-relevant exon 7 of 10, is predicted to lead to nonsense-mediated decay in a gene

in which loss-of-function is an established disease mechanism (PVS1; PMID: 23348805).

https://erepo.genome.network/evrepo/ui/summary/classification/69254db0-97b7-4d3a-a8f3-a3fca6fb3495/version
http://clinicalgenome.org/affiliation/50016
https://cspec.genome.network/cspec/ui/svi/doc/GN085?version=2.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN085/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50016


ClinGen Terms of Use.

¤ Powered by BCM's Genboree.

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 1 of 1 rows

  

f d i i l l ifi i di i bli h d i i i ifi i

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

