





    
      Skip to main content
    

        
      
    
  
    
  
        
            
        [image: bioRxiv]      

                

          



  
    
  
                
    
      	Home
	About
	Submit
	ALERTS / RSS

    

  



  
                
    
      
  
    
  
      
  
  
    
  Search for this keyword 
 







  


  
  



  
      
  
  
    Advanced Search  


  
  



  



    

  


  


  

  
  
  	      

    
      
    
      
        
    
  
    
                        
  
                
    
      
	  
  
		
		
			
			  
  
      
  
  
    

      
        New Results    
  
        Recommendations for Interpreting the Loss of Function PVS1 ACMG/AMP Variant Criteria
  
      Ahmad N. Abou Tayoun, Tina Pesaran, Marina T. DiStefano, Andrea Oza, Heidi L. Rehm, Leslie G. Biesecker, Steven M. Harrison, on behalf of the ClinGen Sequence Variant Interpretation Working Group

  
      doi: https://doi.org/10.1101/313718 

  
  
  

Ahmad N. Abou Tayoun 
1The Children’s Hospital of Philadelphia
2The University of Pennsylvania Perelman School of Medicine, Philadelphia, PA, USA
3Current address: Al Jalila Children’s Specialty Hospital, Dubai, UAE

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site
	For correspondence: 
ahmadat@gmail.com


Tina Pesaran 
4Ambry Genetics, Aliso Viego, CA, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Marina T. DiStefano 
5Laboratory for Molecular Medicine, Partners Healthcare Personalized Medicine, Cambridge, MA, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Andrea Oza 
5Laboratory for Molecular Medicine, Partners Healthcare Personalized Medicine, Cambridge, MA, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Heidi L. Rehm 
5Laboratory for Molecular Medicine, Partners Healthcare Personalized Medicine, Cambridge, MA, USA
6Center for Genomic Medicine, Massachusetts General Hospital, Boston MA USA
7The Broad Institute of MIT and Harvard, Cambridge, MA, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Leslie G. Biesecker 
8Medical Genomics and Metabolic Genetics Branch, National Human Genome Research Institute, National Institutes of Health, Bethesda, Maryland, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site


Steven M. Harrison 
5Laboratory for Molecular Medicine, Partners Healthcare Personalized Medicine, Cambridge, MA, USA

	Find this author on Google Scholar
	Find this author on PubMed
	Search for this author on this site




  


  
  



  
      
  
  
    	Abstract
	Full Text
	Info/History
	Metrics
	Supplementary material
	 Preview PDF


  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    ABSTRACT
The 2015 ACMG/AMP sequence variant interpretation guideline provided a framework for classifying variants based on several benign and pathogenic evidence criteria. This guideline includes a pathogenic criterion (PVS1) for predicted loss of function variants. However, the guideline did not elaborate on the specific considerations for the different types of loss of function variants, nor did it provide decision-making pathways assimilating information about the variant type, its location within the gene, or any additional evidence for the likelihood of a true null effect. Furthermore, the ACMG/AMP guideline did not take into account the relative strengths for each evidence type and the final outcome of their combinations with respect to PVS1 strength. Finally, criteria specifying the genes for which PVS1 can be used are still missing. Here, as part of the Clinical Genomic Resource (ClinGen) Sequence Variant Interpretation (SVI) Working Group’s goal of refining ACMG/AMP criteria, we provide recommendations for applying the PVS1 rule using detailed guidance addressing all the above-mentioned gaps. We evaluate the performance of the refined rule using heterogeneous types of loss of function variants (n = 56) curated by seven disease-specific groups across ten genes. Our recommendations will facilitate consistent and accurate interpretation of predicted loss of function variants.
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