
Evaluating the evidence – De novo, allelic and segregation data  

Evidence De novo data Allelic data Segregation data  

ACMG codes PS2/PM6 PM3 
BP2 

PP1 
BS4 

Details PS2: if the variant is de novo (i.e. not inherited 

from either parent) when maternity and 

paternity have been confirmed (e.g. the variant 

was identified through trio exome or genome 

sequencing). 

PM6: if the variant is de novo when biological 

maternity and paternity have not been 

confirmed (e.g. the variant was identified and 

confirmed de novo through targeted Sanger 

sequencing, therefore not confirming biological 

parentage). 

PS2/PM6 can only be used if the phenotype is 

consistent with that expected for the gene in 

question (see below).  

PM3: if the variant is in trans with a (likely) 

pathogenic variant in an affected individual. 

Can be up- or downgraded, according to 

whether the variant phasing has been 

confirmed or not and the classification of the 

variant observed on the other allele.  

BP2: can be used in two contexts: 

1. For a fully penetrant dominant disorder, if a 

variant in observed to be in trans with a 

(likely) pathogenic variant in an affected 

individual. 

2. For a recessive condition, if a variant is in cis 

with a known (likely) pathogenic variant, 

rather than in trans, in an affected individual. 

PP1: if the variant co-segregates with disease 

in multiple family members or in individuals 

across multiple affected families. Can be 

used on a sliding scale and may be upgraded 

to moderate or strong with increasing 

segregation data. 

BS4: if there is evidence of non-segregation 

of a variant with disease in a family. 

Comments  Detailed guidance on how to determine the 

strength level at which to apply PS2/PM61, 

according to the specificity of the phenotype 

and the genotype-phenotype consistency, has 

been developed by the ClinGen SVI working 

group and is available here. 

 

Detailed guidance on how to determine the 

strength level at which to apply PM32, 

according to the pathogenicity of the other 

variant and whether the phase has been 

confirmed or not, has been developed by the 

ClinGen SVI working group and is available 

here. 

When considering using BS4, care 
should be taken to rule out mild 
presentations/non-penetrance in reportedly 
unaffected individuals and consider the 
possibility of phenocopies. Biological 
relationships must also be confirmed. 

https://clinicalgenome.org/site/assets/files/3461/svi_proposal_for_de_novo_criteria_v1_1.pdf
https://www.clinicalgenome.org/site/assets/files/3717/svi_proposal_for_pm3_criterion_-_version_1.pdf
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