PM1 Update Notes - RMRP
Currently, PM1 says:  “Defined to include insertions/duplications between the TATA box (spanning n.-32 to n.-24) and the transcription start site (n.4). Caveat: variant must also meet PM2.”
 
However, we have come across this variant, which should meet PM1 but cannot because its AF is a little higher than PM2 but not close to BS1 or BA1:  https://curation.clinicalgenome.org/variant-central/adaa60fb-2f9f-45de-97e9-b7509bdad377/interpretation/1ce71cec-8393-41c0-8a81-8514d688ef19/
 
This variant is able to meet PM3 because PM3 says: “Caveat: All variants should be sufficiently rare - variant does not have to meet PM2 specification criteria but variant should not meet BS1/BA1 criteria (unless a suspected founder variant). The applicability of PM3 to suspected founder variants exceeding the BS1/BA1 threshold will be evaluated on a case-by-case basis by the VCEP.”
We would like to amend PM1 to say the same thing as PM3, that is:
“Defined to include insertions/duplications between the TATA box (spanning n.-32 to n.-24) and the transcription start site (n.4). Caveat: All variants should be sufficiently rare - variant does not have to meet PM2 specification criteria but variant should not meet BS1/BA1 criteria (unless a suspected founder variant). The applicability of PM1 to suspected founder variants exceeding the BS1/BA1 threshold will be evaluated on a case-by-case basis by the VCEP.”
The SCID VCEP discussed this modification on 9/26/2025 and approved with consensus.

