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Gene: GATM (HGNC:2628) NM_001482.3(GATM):c.1269C>G (p.Asp423Glu)
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA392254551.html
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http://clinicalgenome.org/affiliation/50047
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Evidence submitted by expert panel

Cerebral Creatine Deficiency Syndromes VCEP

The NM_001482.3: ¢.1269C>G variant in GATM is a missense variant predicted to cause substitution of aspartate by glutamate at amino
acid 423 (p.Asp423Glu). To our knowledge, this variant has not been reported in the literature in an individual with features of AGAT
deficiency. This variant is absent in gnomAD v4.1.0. (PM2_Supporting). The computational predictor REVEL gives a score of 0.092 which is
below the threshold of 0.29, evidence that does not predict a damaging effect on AGAT function, and SpliceAl does not predict any impact
in splicing (BP4). There is a ClinVar entry for this variant (Variation ID: 58991). In summary, this variant meets the criteria to be classified
as a variant of uncertain significance for AGAT 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): PM2_Supporting, BP4. (Classification approved
by the ClinGen CCDS VCEP on April 11, 2025).
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BP4 a v The computational predictor REVEL gives a score of 0.092 which is below the threshold of 0.29, evidence that does
not predict a damaging effect on AGAT function, and SpliceAl does not predict any impact on splicing (BP4).

PM2_Supporting a v Absent from gnomAD v4.1.0. (PM2_Supporting).
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