Adapted from SVI recommended PS2/PM6 strength guidelines:
https://clinicalgenome.org/site/assets/files/3461/svi_proposal_for_de_novo_criteria_v1_1.pdf

· Individuals meeting PP4_Moderate criteria can be counted as “Phenotype highly specific for gene”.  Individuals meeting PP4_Supporting criteria can be counted as “Phenotype consistent with gene but not highly specific”.
· Confirmation of maternity only is sufficient to award full de novo points in male probands given X-linked inheritance pattern of OTC 
· Cumulative score should be calculated across all de novo or suspected de novo occurrences for the variant under review including occurrences in the literature as well as individual clinical cases meeting respective PP4 criteria


	Phenotypic consistency
	Points per Proband

	
	De novo with maternity confirmed
	Presumed de novo without confirmed maternity

	Phenotype highly specific for gene (PP4_Moderate met)
	2
	1

	Phenotype consistent with gene but not highly specific (PP4_Supporting met)
	1
	0.5



Sum de novo occurrences across all individuals and determine PS2 / PM6 strength level using the following:[image: A red and yellow squares with black text
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