Antithrombin deficiency PP4/PS4 Rule Specification Guidance
The proband must have a laboratory phenotype consistent with antithrombin deficiency to apply either the PP4 or PS4 codes. A personal history of thrombosis is neither required nor considered when applying these rule codes. Additionally, individuals must not be on an anticoagulant and an acquired antithrombin deficiency must be ruled out. Females must not be pregnant or taking oral contraceptives.  

PP4: A single proband used for this phenotype rule code must have an antithrombin activity level of < 0.8 IU/mL (or below the lower limit of a laboratory’s assays reference range). Additionally, the individual must have abnormal levels antithrombin activity levels on repeated independent samples. An abnormal crossed immunoelectrophoresis assay demonstrating decreased antithrombin function may be used in lieu of low activity levels, which is typically caused by type II variants.

PS4: Use the following point system to tally up the number of proband points for each SERPINC1 variant:
Proband Points
· 1 point each: 
· A proband with an antithrombin activity level of < 0.8 IU/mL (or below the lower limit of a laboratory’s assays reference range) on repeated independent samples. 
· A proband with an antithrombin activity level of < 0.8 IU/mL (or below the lower limit of a laboratory’s assays reference range) without confirmation of repeated independent samples tested but has a family history of antithrombin activity levels of < 0.8 IU/mL (a family history of thrombosis but no antithrombin activity levels provided does not qualify). 
· A proband with an abnormal crossed immunoelectrophoresis assay demonstrating decreased antithrombin function.
· 0.5 point each: 
· A proband with an antithrombin activity level of < 0.8 IU/mL (or below the lower limit of a laboratory’s assays reference range) without confirmation of repeated independent samples tested. 
	
Use the table below to determine the weight of this rule code:
	PS4_Supporting
	PS4_Moderate
	PS4
	PS4_VeryStrong

	1 point
	2-3 points
	4-7 points
	>8 points


*Do not include a proband used for the PP4 code in this proband count.
