Brief overview of any major changes between the draft specifications and final specifications being submitted with the pilot:

PP4: 
Revised scoring of clinical phenotypes and additional lab phenotypes that were not initially present in the previous version of the specifications. Part of the rationale was to better match the independently generated scoring system for another closely related gene, PIK3CD.

PVS1:
Revised to exclude PVS1 scoring for variants that do not impact all three disease-relevant transcripts, as these have been published in relation to an autosomal recessive condition that has not yet been lumped with the present autosomal dominant condition being evaluated.

PP3 / BP4:
Updated in silico thresholds according to reviewer recommendations to adopt the Pejaver et al. paper’s thresholds for both REVEL and CADD. CADD thresholds were made slightly more strict to tailor them specifically for better performance in the PIK3R1 pilot (fewer applications of BP4 to reported disease-causing variants, and fewer applications of PP3 to reported benign variants). REVEL thresholds were updated to >0.644 (PP3) and <0.290 (BP4). CADD thresholds were updated to >26.0 (PP3) and <21.5 (BP4).

PM5:
Added a caveat according to reviewer recommendations saying that; “The variant of interest must have a higher Grantham score than the Pathogenic comparison variant.”
