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PAX4:c.314G>A variant is classified as VUS (variants of uncertain significance) in 

databases so its association with disease risk is unclear. According to ACMG criteria it is 

classified as benign.  o   PAX4:c.314G>A variant is not novel (it is reported as novel in 

this report by the authors); it is available in the dbSNP database (rs765561668).   o   

The case that you are presenting has clinical findings related to LADA, but the variant is 

inherited from the mother. In the manuscript, you notice that the mother does not have 

any clinical findings related to LADA or MODY types.   o   If PAX4:c.314G>A variant 

is related to LADA, you would have detected the same symptoms in her mother too. 

There are rare cases in which the penetrance and expressivity of inherited genes or 

variations change in next generations.     o   The authors did not mention how many 

genes they performed using High-throughput sequencing, if they used a specified 
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sequencing to clarify the case.   o   Functional analysis must be performed to 

understand the relationship between variant and disease. The PAX4:c.314G>A variant is 
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insufficient to determine your case's clinical situation. 
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