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Rett and Angelman-Ilike Disorders VCEP

The p.Argl78GIn variant in CDKL5 has been reported in at least 4 de novo occurrences (biological parentage unconfirmed) in patients with
CDKLS5 disorder (PMID 26482601, 21770923, 29852413, 29190809, 24564546, 26482601) (PM6_very strong). The variant was present in the
mosaic state in one patient, confirming its de novo nature (PMID 26482601) (PS2). The p.Argl78GIn variant in CDKL5 has been reported in
at least 7 other individuals with CDKL5 disorder (PMID 26482601, 21770923, 29852413, 29190809, 24564546) (PS4). 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 29100083, 22430159, 19793311, 18809835, 30182498) (PM5_strong). The p.Argl178GIn variant in CDKL5 is absent from
gnomAD (PM2_supporting). In summary, the p.Argl78GIn variant in CDKLS5 is classified as Pathogenic for CDKL5 disorder based on the
ACMG/AMP criteria (PM6_very strong, PS2, PS4, PM5_strong, PM2_supporting).

Met criteria codes

PM5_Strong D v Other pathogenic missense variants (p.Argl78Trp, p.Argl78Pro, p.Argl78Leu) have been previously identified within
this codon which indicates that this residue is critical to the function of the protein (PMIDs 29100083, 22430159,
19793311, 18809835, 30182498) (PM5_strong).

PS4 D v The p.Argl78GIn variant has been observed in at least 7 other individuals with CDKL5 disease (PMIDs 26482601,
21770923, 29852413, 29190809, 24564546, ClinVar Variation ID 94113).

The p.Argl78GIn variant was observed in a male individual with epileptic encephalopathy. PubMed:21770923 [
The p.Argl78GIn variant was observed in a male individual with CDKL5 disease. PubMed:24564546 [

The p.Argl78GlIn variant was observed in a two individuals with early onset epileptic encephalopathy.
PubMed:29852413 (4

The p.Argl78GIn variant was observed in a female individual with epileptic encephalopathy. PubMed:29190809 [#
The p.Argl78GIn variant was observed in a male individual with West syndrome. PubMed:26482601 [£

PS2 Very D v The p.Argl78GIn variant in CDKL5 has been reported in the mosaic state in a male patient with epileptic

Strong encephalopathy (PMID 26482601). The presence of the variant in the mosaic state confirms its de novo nature
(PS2). The p.Argl78GIn variant in CDKL5 has been reported as an unconfirmed de novo occurrence in at least 4
individuals with CDKL5 disorder (PMIDs 21770923, 29852413, 29190809, 24564546) (PM6_very strong). Note that
PM6_very strong is not available in the drop-down so PS2_VS is applied instead.

The p.Argl78GlIn variant in CDKL5 occurs in the unconfirmed de novo state in a male patient with epileptic
encephalopathy. PubMed:21770923 [

The p.Argl178GlIn variant in CDKL5 occurs in the unconfirmed de novo state in a male patient with CDKL5 disorder.
PubMed:24564546 [

The p.Argl78GlIn variant in CDKL5 occurs in the unconfirmed de novo state in a female patient with early onset
epileptic encephalopathy. PubMed:29852413 [

The p.Argl78GIn variant in CDKL5 occurs in the unconfirmed de novo state in a female patient with epileptic
encephalopathy. PubMed:29190809 [

PM2_Supporting D v The p.Argl78GIn variant in CDKL5 is absent from gnomAD.
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https://www.ncbi.nlm.nih.gov/pubmed/?term=21770923
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No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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