PAH PP3 – description of the REVEL data:
There are 304 PAH variants submitted to ClinVar that have a REVEL score. 151 variants have a REVEL score greater than or equal to 0.932 (32 P, 70 LP, 49 VUS). 91 variants have a REVEL score between 0.773 and 0.932 (26 P, 41 LP, 24 VUS). For the 30 variants with a REVEL score between 0.644 and 0.773 (2 P, 12 LP, 16 VUS), only 5 variants have PP3 applied (2 LP, 3 VUS). There are also 30 variants with a REVEL score below 0.644 (8 P, 7 LP, 14 VUS, 1 LB), with only 2 variants having PP3 applied (1 P, 1 VUS) and 5 VUS with BP4 applied. The 1 Pathogenic variant with PP3 applied (SIFT is damaging, PolyPhen2 is possibly damaging, MutationTaster is disease causing) has a REVEL score of 0.64; However this variant would likely remain Pathogenic if additional PM3 evidence was applied. The 1 VUS with PP3 applied has a REVEL score of 0.571; However, SIFT is damaging, MutationTaster is disease causing, and PolyPhen2 is actually benign. So PP3 should not be applied. Four of the VUS with BP4 applied would remain classified as VUS if this evidence was removed. One VUS with a REVEL score of 0.429 has conflicting evidence due to BP4, so if this was removed it would be upgraded to Likely Pathogenic (PP4_moderate, PM2_supporting, PM3_strong).   

