ClinGen SVI Recommendations for Applying de novo Evidence

Probands with a clinical diagnosis of Stargardt disease - use the phenotype consistency for gene consistent but not highly specific (2nd option). 
Probands with a clinical diagnosis of another ABCA4-related retinopathy (e.g. – retinitis pigmentosa, cone-rod dystrophy, etc.) - use the phenotype consistent with gene but not highly specific with high genetic heterogeneity (3rd option). 

Probands must have a second ABCA4 variant that is classified using the ABCA4 VCEP Rule Classification Guidelines to use this rule code. If the second ABCA4 variant is classified as a variant of uncertain significance (VUS), the proband’s points should be downgraded by half. Additionally, this code’s strength should be capped at moderate if phase is unknown for all probands. 
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Table 1. Points awarded per de novo occurrence

Points per Proband

Phenotypic consistency Confirmed de novo | Assumed de novo
Phenotype highly specific for gene 2 1
Phenotype consistent with gene but not highly

) 1 05
specific
Phenotype consistent with gene but not highly 05 025
specific and high genetic heterogeneity* g
Phenotype not consistent with gene 0 0

*Maximum allowable value of 1 may contribute to overall score

Table 2. Recommendation for determining the appropriate ACMG/AMP evidence strength
level for de novo occurrence(s)





