VWD PP4 Rule Specification Guidance
The patient must have a clinical phenotype of excessive mucocutaneous bleeding and the below required laboratory values to use the PP4 rule code at the MODERATE strength (consistent information is noted but not required):
TABLE 2A:
	Type 2A
	Type 2B
	Type 2M

	Required: 
Proband must have VWF activity < antigen

AND: loss of high molecular weight multimers 

AND: decreased 
VWF:GP1b binding, OR 
- decreased VWF:RCo assay, OR
-decreased collagen binding assay 
	Required: 
Proband must have an assay showing VWF GOF in a GP1b assay, such as a RIPA, VWF platelet binding assay, an ELISA or another equivalent test
Loss of high molecular weight multimers and/or decreased platelet count (may occur only under physiologic stress or with pregnancy)



	Required: 
Proband must have a VWF activity < antigen 

AND: no loss of high molecular weight multimers 

AND: decreased platelet/GPIb binding assay, OR
- decreased collagen binding assay


	Consistent: 
Factor VIII activity level should be in line with VWF antigen or higher (>0.7). 

Normal RIPA study
	Consistent: 
Proband has VWF activity < antigen

Evidence against platelet-type VWD 
	Consistent: 
Factor VIII activity should be in line with VWF antigen or higher (>0.7) 

If the activity assay uses ristocetin, negative for the VWF p.D1472H variant 





See PP4 rules at the supporting strength below:

The patient must have a clinical phenotype of excessive mucocutaneous bleeding and the below required laboratory values to use the PP4 rule code at the SUPPORTING strength (consistent information is noted but not required): 
TABLE 2B:  
	Type 2A
	Type 2B
	Type 2M

	Required: 
Proband must have VWF activity < antigen, OR 

- loss of high molecular weight multimers, OR 

- decreased VWF:GPIb1BA binding, OR 

- abnormal VWF:RCo assay, OR 

- abnormal VWF:RCo assay, OR 

- decreased collagen binding assay

	Required: 
Proband must have an
assay showing VWF GOF in a GP1B assay, such as a RIPA, VWF platelet binding assay, an ELISA or another equivalent test. 


	Required: 
Proband must have a VWF activity < antigen (ratio 0.7)

AND: no loss of high molecular weight multimers, OR 


- decreased platelet/GPIb binding assay, OR

- decreased collagen binding assay





