
Criteria & Strength Specifications for RMRP
PS3
Original ACMG Summary
Well-established in vitro or in vivo functional studies supportive of a damaging effect on the gene or gene product.
Note: Functional studies that have been validated and shown to be reproducible and robust in a clinical diagnostic laboratory setting are considered the most well-established.
VCEP Specifications:
PS3 may be applied when RT/PCR or RNA evidence indicates variant results in absent expression.
Strong
PS3 may potentially be applied at the default strength level of strong for evidence from an animal model expressing the variant of interest and recapitulating the Cartilage-hair hypoplasia (CHH) phenotype. Animal models will be reviewed on a case-by-case basis by the VCEP to determine the appropriate strength level.
Modification Type: Gene-specific
Supporting
PS3_Supporting can be applied based on an abnormal result in at least one approved in vitro assay.
Approved assay instances:
Endonucleolytic cleavage activity assay (mRNA cleavage activity smaller than 0.9) 
Thiel et al., 2005 (PMID: 16252239)
Thiel et al., 2007 (PMID: 17701897)) OR
Luciferase reporter assay 
Hermanns et al., 2005 (PMID: 16254002)) (luciferase activity higher than 7)
At least one previously observed proband with the expressed RMRP variant meeting PP4 is required to apply PS3 at any strength.

Modification Type: Disease-specific,Strength

PP4
Original ACMG Summary
Patient’s phenotype or family history is highly specific for a disease with a single genetic etiology.
VCEP Specifications:
PP4 applicability and strength is determined by the total points accumulated by a single affected individual according to the list below and the following total point ranges:
<1 point: PP4 not met
1-<2 points: PP4
≥2 points: PP4_Moderate
Diagnostic criteria for SCID/Leaky SCID/Omenn syndrome met1  1pt
SCID gene panel or exome/genome sequencing conducted (only applicable if genetic testing did not provide an alternative genetic explanation for SCID/Leaky SCID/Omenn syndrome phenotype) 0.5pt
Family history of SCID 0.5pt
Family history of CHH 1pt
Metaphyseal dysplasia (disproportionate short stature + radiographic evidence) 1pt
Skeletal dysplasia gene panel or WES/WGS conducted with no alternative genetic diagnosis 1pt                          
Hypotrichosis 0.5 pt
Macrocytic, hypoplastic anemia 0.25pt
Hirschsprung disease or congenital megacolon 0.25pt
T-cell lymphopenia* (see notes) 0.5 pt
3-fold or more reduction of mutant RMRP RNA (or cDNA) expression in peripheral blood mononuclear cells 2 pts.
1The diagnostic criteria should follow the PIDTC 2022 specification, summarized here. 
*Notes: 
If maternal T cells are present, the T lymphocyte profile is still considered to be T- (autologous T cells are absent).
Allocate 0.25 points for T-cell lymphopenia only in cases where the SCID diagnostic criteria are not applied. It is important to note that if the SCID diagnostic criteria were applied, the points for the T-B+NK+ lymphocyte subset profile cannot be considered.
Moderate
A patient score of ≥2 points (see instructions below).
Modification Type: Disease-specific,Gene-specific,Strength
Supporting
A patient score of 1-<2 points (see instructions below).
Modification Type: Disease-specific,Gene-specific
