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Evidence submitted by expert panel

NM_001354803.2:c.319A>C

Likely Benign

Met criteria codes 3

BP7 BP4 BP2

Not Met criteria codes 4

PS4  BA1  PM2  BS1

Evidence Links 0

Expert Panel

Monogenic Diabetes VCEP 
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Monogenic Diabetes VCEP

The c.1285A>C variant in the glucokinase gene, GCK, is a synonymous (silent) variant at codon 429 (p.(Arg429=)) of NM_000162.5. The

Popmax filtering frequency of the c.1285A>C variant in gnomAD v2.1.1 is 0.000007310, which falls between ClinGen MDEP-established

cutoffs for PM2_Supporting and BS1; thus, neither criterion will be applied. This variant is not predicted by SpliceAI to impact splicing

(SpliceAI score less than the MDEP cutoff of 0.2) and is not highly conserved (phyloP100way score of -0.068, which is below the MDEP

cutoff of 2.0) (BP4, BP7). This variant has been observed in unknown phase with the variant c.106C>T p.Arg36Trp, which is classified as

likely pathogenic by the ClinGen MDEP (BP2). In summary, c.1285A>C meets the criteria to be classified as likely benign for monogenic

diabetes. ACMG/AMP criteria applied, as specified by the ClinGen MDEP VCEP (specification version 1.2, approved 6/7/2023): BP2, BP4,

BP7.

Met criteria codes

BP7   No impact on splicing based on SpliceAI, Δ score below 0.2 and phyloP100 way <2.0. (-0.068).

BP4   SpliceAI score of 0.1 for Acceptor loss, 0.03 for Acceptor gain, which is below the MDEP cutoff of 0.2.

BP2   This variant has been observed in unknown phase with the variant c.106C>T p.Arg36Trp, which is classified as likely

pathogenic by the ClinGen MDEP (BP2).

Not Met criteria codes

PS4   No PS4 at any level if not met PM2_Supporting.

BA1   gnomAD popmax filtering AF=0.000007310 <0.0001

PM2  The Popmax frequency of the c.1285A>C variant in gnomAD v2.1.1 is 0.000007310, which falls between ClinGen

MDEP-established cutoffs for PM2_Supporting and BS1; thus, neither criterion will be applied.

http://clinicalgenome.org/affiliation/50016
https://cspec.genome.network/cspec/ui/svi/doc/GN086?version=1.1.0
https://cspec.genome.network/cspec/ui/svi/doc/GN086/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50016
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BS1   gnomAD popmax filtering AF=0.000007310 <0.00004
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