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A study revealing that the p.G991A variant of the PHKA2 gene is one of the major
causes of ketotic hypoglycemia
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We performed the following studies to clarify that the p.G991A variant of
the PHKA2 gene is one of the major causes of ketotic hypoglycemia. In our in vitro experiments, we
were able to demonstrate that the PhK activity of patients with the p.G991A variant had a higher Km
for phosphorylase b and was unstable at elevated temperatures. We examined the presence of the p.
G991A variant in patients with ketogenic hypoglycemia of unknown cause in Japan, but no patients
with p.G991A could be identified during the study period. We analyzed a general population of 2,638
1-month-olds (1,362 boys and 1,276 girls) and identified the p.G991A variant in 4 boys (all
hemizygous) and 10 girls (all heterozygous). We will continue to accumulate patients and analyze
them.
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| @ Patient = Control 1 + Control 2 x Control 3|

Phosphorylase b Control 1 Control 2 Control 3 Patient
Km (Units/ml) 31.9 32.5 42.3 75.3
Vmax (nmol/min) 48.3 61.7 61.0 75.8
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