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The NM_000156.6:c.1A>G (p.MetlVal) variant in GAMT may cause a truncated or absent protein by altering the start codon of the coding
sequence and is predicted to lead to the omission of a critical region of the protein (PVS1_Moderate). This variant is reported in an
individual with elevated GAA and low creatine in plasma, elevated guanidinoacetate in urine, and diminished creatine peak on magnetic
resonance spectroscopy (GAA not reported) (Creatinelnfo, Association for Creatine Deficiencies registry). The variant is also reported in
one individual with epilepsy and/or neurodevelopmental delay without reported biochemical evidence of GAMT deficiency (PMID:
29655203; unknown if these cases may be the same individual) (PP4_Strong). The highest population minor allele frequency in gnomAD
v4.1.0. is 9.588e-7 (1/1042950 alleles; no homozygotes) in the European non-Finnish population, which is lower than the ClinGen CCDS
VCEP’s threshold for PM2_Supporting (<0.0004), meeting this criterion (PM2_Supporting). There is a ClinVar entry for this variant
(vVariation ID: 205591). In summary, this variant meets the criteria to be classified as likely 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 2.0.0): PVS1 Moderate, PM2_Supporting, PP4_Strong. (Classification approved by the ClinGen Cerebral Creatine
Deficiency Syndromes Variant Curation Expert Panel on September 11, 2024).

Met criteria codes

PVS1l Moderate a v The NM_000156.6:c.1A>G (p.MetlVal) variant in GAMT may cause a truncated or absent protein by altering the start
codon of the coding sequence and is predicted to lead to the omission of a critical region of the protein
(PVS1_Moderate).

PP4_Strong a v Reported in one individual with elevated GAA and low creatine in plasma, elevated guanidinoacetate in urine, and
diminished creatine peak on magnetic resonance spectroscopy (GAA not reported) (Creatinelnfo, Association for
Creatine Deficiencies registry)(PP4_Strong).

PM2_Supporting E v The highest population minor allele frequency in gnomAD v4.1.0. is 9.588e-7 (1/1042950 alleles; no homozygotes)
in the European non-Finnish population, which is lower than the ClinGen CCDS VCEP’s threshold for PM2_Supporting
(<0.0004), meeting this criterion (PM2_Supporting).
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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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