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The NM_000156.6:c.224C>T variant in GAMT is a missense variant that is predicted to result in the substitution of alanine by valine at
amino acid 75 (p.Ala75Val). One patient, with mild intellectual disability, anti-epileptic drug-responsive seizures, and stereotypic
movements has been reported with creatine and guanidinoacetate peak absent on MRS, bilateral thalami increased on MRI, and urine
guanidinoacetate levels between 1.1 and 12 times above the upper limit of reference range (PP4_Strong). This individual is homozygous
for the variant (PM3_Supporting). The highest population minor allele frequency in gnomAD v2.1.1 is 0.00007 (1/15028 alleles) in the
African population, which is lower than the ClinGen CCDS VCEP’s threshold for PM2_Supporting (<0.0004), meeting this criterion
(PM2_Supporting). GAMT-deficient fibroblasts transfected with the variant showed <15% wild-type enzyme activity (PMID: 24415674). The
computational predictor REVEL gives a score of 0.86 which is above the threshold of 0.75, evidence that correlates with impact to GAMT
function (PP3). There is a ClinVar entry for this variant (Variation ID: 544251). In summary, this variant meets the criteria to be classified
as pathogenic for GAMT deficiency based on the ACMG/AMP criteria applied, as specified by the ClinGen Cerebral Creatine Deficiency
Syndromes Variant Curation Expert Panel (Specifications Version 1.1.0): PP4_Strong, PP3, PS3_Supporting, PM2_Supporting,
PM3_Supporting.

Met criteria codes

PM3_Supporting a v One individual with clinical and biochemical features of GAMT deficiency is homozygous for the variant. (PMID:
24415674), 0.5 points, PM3_Supporting.

PS3 v GAMT-deficient fibroblasts transfected with the variant showed <15% wild-type enzyme activity (PMID: 24415674).

PP3 a v The computational predictor REVEL gives a score of 0.86 which is above the threshold of 0.75, evidence that
correlates with impact to GAMT function (PP3).

PP4_Strong B v One patient, with mild intellectual disability, anti-epileptic drug-responsive seizures, and stereotypic movements has
been reported with creatine and guanidinoacetate peak absent on MRS, bilateral thalami increased on MRI, and
urine guanidinoacetate levels between 1.1 and 12 times above the upper limit of reference range (PP4_Strong).

PM2_Supporting a v The highest population minor allele frequency in gnomAD v2.1.1 is 0.00007 (1/15028 alleles) in the African
population, which is lower than the ClinGen CCDS VCEP’s threshold for PM2_Supporting (<0.0004), meeting this
criterion (PM2_Supporting).

Curation History '

Showing 1 to 1 of 1 rows



https://erepo.genome.network/evrepo/ui/summary/classification/543d3f53-50b9-4b9a-a383-2302291c5f99/version

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/

