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Abstract: 

In clinical genetic testing, variants of unclear significance (VUSs) are common that generate 
dissatisfaction for laboratories, patients, and clinicians alike. The uncertainty surrounding VUSs 
makes diagnosis and clinical care more difficult. To direct efforts to reduce uncertainty, a thorough 
evaluation of VUSs across numerous disease genes is required. 
 
According to american college of medical genetics and genomics and the association for molecular 

pathology, variants are classified as benign, likely benign, pathogenic, likely pathogenic, or variant 

of uncertain significance for the identification of many rare, novel DNA variants in diverse 

populations. If the variant is classified as a VUS, it indicates that there was insufficient information 

available at the time of interpretation to establish whether the variant is associated with disease. A 

VUS should not be utilized in clinical decision-making, as per the ACMG guidelines. When a patient 

is found to have a VUS, all clinical judgments should be made based on the patient's medical history, 

including their family history, rather than the VUS itself. 

Regularly review of published literature, new development of any signs or symptoms and parents, 

affected and unaffected family member genetic testing could aid in the reclassification of VUSs. 

Together with clinical geneticist and genetic counsellor who plays a vital role in Insilco analysis of 

the clinical data, variant filtration-analysis, genotypic phenotypic correlation, and other evidence 

helps to assess if a variant is linked to disease or not. With the help of genetic counseling, they can 

also help in confirming the diagnosis, risk calculation, provide prognoses, improve treatment plans, 

and address hazards for family members by reclassifying variations as pathogenic, likely 

pathogenic, benign or remains VUS. 
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