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918032 (ClinVar) 4 NM_001323289.1:c.59G>T
Gene: CDKL5 (HGNC:6792) NC_000023.11:9.18507155G>T

Condition: CDKL5 disorder (MONDO:0100039) CM000685.2:9.18507155G>T
Inheritance Mode: X-linked inheritance (dominant (HP:0001423)) NC_000023.10:9.18525275G>T
UUID: b09d88a5-341c-4085-be46-89eel0c7cf6f CM000685.1:9.18525275G>T
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The p.Gly20Val variant in CDKL5 occurs in the de novo state (biological parentage confirmed) in this individual (PS2). Multiple pathogenic
missense variants have been previously identified within this codon which indicates that this residue is critical to the function of the
protein (PMID 23064044, 20397747) (PM5_Strong). The p.Gly20Val variant in CDKL5 is absent from gnomAD (PM2_Supporting).
Computational prediction analysis tools suggests a deleterious impact; however, this information does not predict clinical significance on
its own (PP3). In summary, the p.Gly20Val variant in CDKLS5 is classified as pathogenic for CDKL5-associated disorder based on the
ACMG/AMP criteria (PS2, PM5_strong, PM2_supporting, PP3).

Met criteria codes

PM5_Strong a v Multiple pathogenic missense variants have been previously identified within this codon which indicates that this
residue is critical to the function of the protein (PMID 23064044, 20397747)

PP3 a v Computational prediction analysis tools suggests a deleterious impact; however, this information does not predict
clinical significance on its own

PM1 v The p.Gly20Val variant occurs in the well-characterized ATP binding region functional domain of the CDKL5 gene.
PS2 a v The p.Gly20Val variant in CDKL5 occurs in the de novo state (biological parentage confirmed) in this individual
PM2_Supporting a v The p.Gly20Val variant in CDKL5 is absent from gnomAD.
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